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From the Working Group

It is our pleasure to submit the Breast Cancer Progress Report to the Director of the National Cancer Institute (NCI). It
constitutes the first assessment of progress in addressing the research priorities identified in the 1998 report of the Breast
Cancer Progress Review Group (PRG) entitled Charting the Course: Priorities for Breast Cancer Research. This progress report
characterizes trends in the NCI breast cancer research portfolio from 1998 to 2003. It presents trends in measures of progress
as broad as overall NCI funding levels and as specific as numbers of projects relevant to particular research priorities.

This report is designed to assist the Institute in efforts to accelerate progress against breast cancer by assessing past research
investments and identifying future research needs. It is a unique reference documenting NCl-supported breast cancer research
and the resources available to the breast cancer research community. We believe that this report will enable readers to better
understand the scope of the Institute’s breast cancer research portfolio and identify research and information resources.

Respectfully,

Jeff Abrams, Chair Karen Johnson Steve Taplin
Margaret Ames Anna Levy Sheila Taube

Rachel Ballard-Barbash Cheryl Marks Barbara Vonderhaar
Louise Brinton Cherie Nichols Debbie Winn
Rashmi Gopal-Srivastava Julia Rowland JoAnne Zujewski

Carl Jaffe Lalitha Shankar
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Executive Summary

Breast cancer is the most common non-skin cancer in women and the second most common cause of cancer-related death in
U.S. women. An estimated 215,000 new breast cancer diagnoses and 40,000 breast cancer deaths are expected in 2004. White
women have the highest breast cancer incidence rates, followed by African-American women. While overall mortality due to
breast cancer has been declining during the past decade, the rate for African-American women is greater than that for women
of other racial/ethnic groups. These recent trends of stabilizing incidence and decreasing mortality rates are encouraging, but
breast cancer remains a major health burden for American women and requires continued action.

In 1997, the National Cancer Institute (NCI) convened the Breast Cancer Progress Review Group (PRG), a multidisciplinary
working group of scientists, clinicians, and advocates, to help NCI define a national research agenda for breast cancer. The
Breast Cancer PRG issued a 1998 report entitled Charting the Course: Priorities for Breast Cancer Research, which included
research questions that should be addressed to advance prevention, detection, diagnosis, and treatment of breast cancer. An
internal NCI Breast Cancer Working Group was convened in 2004 to assess the research progress made since the release of this
report.

The NCI Breast Cancer Progress Report documents trends in the NCI breast cancer research portfolio from 1998 to 2003.
Multiple measures of progress are presented at varying levels of specificity, ranging from overall trends in NCI funding,
projects, and resulting peer-reviewed publications to more specific trends in the number of projects relevant to particular
research priorities identified by the PRG.

Between 1998 and 2003, NCI substantially expanded investments in breast cancer research, as evidenced by:

W Increasing breast cancer funding by nearly 60%, from $348.6 million in 1998 to $548.7 million in 2003.

B Increasing the number of relevant projects by 60%.

® Expanding ongoing and initiating new programs to sustain and advance both basic and clinical breast cancer research.
® Expanding the Breast Specialized Programs of Research Excellence (SPOREs) network from 4 to 10 sites.

B Expanding collaborative efforts, public-private partnerships, and shared resources to improve the capacity to conduct breast
cancer clinical trials.

During these years, new and innovative types of treatment, preventive measures, and diagnostic techniques have been
developed and approved or are being studied in clinical trials, including:

B Tamoxifen (Nolvadex®) for the prevention of breast cancer in high-risk women.

B Aromatase inhibitors (anastrozole, exemestane) for treatment of estrogen receptor-positive breast cancer.
B Monoclonal antibodies (Herceptin®) for treatment of tumors that express Her2/ErbB2.

® Sentinel node biopsy for less-invasive surgical diagnosis and prognosis.

B Lumpectomy with radiation as an equivalent alternative to mastectomy for certain stages of disease.

W Preoperative (neoadjuvant) therapy to reduce the size of large tumors, thereby allowing more women to undergo breast-
conserving therapy.

Work is under way to translate the discoveries generated by this expanded investment into new breast cancer prevention,
detection, diagnosis, and treatment interventions that will save lives. The following two pages summarize NCI’s investment by
research category.

NCT’s ability to capitalize on advances in breast cancer research and care will require continued basic, translational, and clinical
research support. This progress report, which documents NCIs responsiveness to the recommendations of the Breast Cancer
PRG, will help guide the Institute’s efforts to make course corrections and develop new recommendations regarding breast
cancer research.

Executive Summary 1
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NClI’s Breast Cancer Research Investment

NCT’s breast cancer research investment increased

e . T Biology
from $348.6 million in 1998 to $548.7 million ™
. Etiology
in 2003. .
Prevention I 1998
Blology Early Detection, Diagnosis, and Prognosis I 2003
. . . Treatment
B Funding increased from $43.2 million to $86 o
. Cancer Control, Survivorship, and Outcomes —
million.
0 20 40 60 80 100 120

B The number of projects increased from 257 to

504. Growth of NCI's Investment in Extramural Research
B New initiatives included the Bioengineering by Scientific Category

Nanotechnology Initiative, Complex Formation in

Hormonal Regulation of Gene Expression, the Mammalian Gene Collection, and Molecular and Cellular Biology of

Metastatic Tumor Cells.

Millions of Dollars

Etiology
B Funding increased from $75.3 million to $107.2 million.
B The number of projects increased from 263 to 424.

B New initiatives included Breast Cancer and the Environment Research Centers, Cohort Studies in Cancer
Epidemiology, Interdisciplinary Studies in the Genetic Epidemiology of Cancer, and the NCI Cohort Consortium.

Prevention

B Funding increased from $28.9 million to $43.7 million.

B The number of projects increased from 190 to 295.

B New initiatives included Chemoprevention of Estrogen Receptor-Negative Breast Cancer Preclinical Studies, Phase I
and IT Cancer Prevention Clinical Trials Consortia, the Study of Tamoxifen and Raloxifene (STAR) Trial, and the
Rapid Access to Preventive Intervention Development Program.

Early Detection, Diagnosis, and Prognosis

® Funding increased from $36.4 million to $73.2 million.

B The number of projects increased from 197 to 288.

B New initiatives included Development of Digital Mammography Displays and Workstations, Development of
Novel Technologies for Iz Vivo Imaging, the Diagnostic Imaging Network—American College of Radiology Imaging
Network, the Early Detection Research Network, and Innovative Technologies for the Molecular Analysis of Cancer.

Treatment

® Funding increased from $52 million to $108.2 million.

B The number of projects increased from 302 to 493.

B New initiatives included Cancer Therapy-Related Use of Genetically Engineered Mice, Development and Application
of Imaging in Therapeutic Studies, Quick Trials for Novel Cancer Therapies, and the Translational Research Initiative.

2 Executive Summary
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Cancer Control, Survivorship, and Outcomes
B Funding increased from $46.6 million to $82.8 million.
B The number of projects increased from 224 to 274.

B New initiatives included Cancer Control PLANET, Centers of Excellence in Cancer Communications Research,
Exploratory Grants for Behavioral Research in Cancer Control, Health Communications in Cancer Control, and
Minority and Underserved Cancer Survivors.

Examples of Progress Resulting from
NClI’s Breast Cancer Research Investment

Biology Biology

B Recent advances include new mouse models Etiology
that mimic breast cancer in humans, the Prevention m 1998
discovery of factors that contribute to Early Detection, Diagnosis, and Prognosis W 2003
mammary tumorigenesis, and elucidation of the Treatment
functional characteristics of mammary epithelial ~ Cancer Control, Survivorship, and Outcomes r | | | |

stem cells. 0 100 200 300 400 500 600
Number of Research Projects
B Future investment is needed in the areas of

normal mammary development and the integration of
biological information across various model systems.

Growth of NCI’s Breast Cancer Research Program
by Scientific Category

Etiology

B Recent advances include the identification of new breast cancer susceptibility genes, determining environmental
influences on breast cancer development, and identifying behavioral risk factors.

B Future investment is needed in validating the association and causation of putative susceptibility genes with breast
cancer risk, identifying linkages between genes and the environment, and understanding the role of endogenous
hormones.

Prevention

B Recent advances include the development of new models of precancerous biology, determining the association between
the consumption of certain dietary components and reduced breast cancer risk, and identifying effective strategies for
reducing breast cancer incidence.

B Future investment is needed in developing an intervention strategy that reduces the incidence of both ER-positive and
ER-negative breast cancer and determining why some of the women who use preventive interventions like tamoxifen
develop breast cancer in spite of the intervention.

Early Detection, Diagnosis, and Prognosis

B Recent advances include the development of novel digital imaging devices, newly identified biologic markers, and the
use of computers to improve the diagnostic accuracy of breast imaging.

B Future investment is needed in improving the sensitivity and specificity of screening film mammography and the
reproducibility of computer-aided devices and determining the uses of newly identified biomarkers.

Executive Summary 3
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Treatment

B Recent advances include improved treatment of 77 situ disease, refinements in all aspects of the traditional treatment
paradigm, and treatments that prolong survival in women with nonoperable breast cancer while maintaining quality of

life.

B Future investment is needed in the development of noninvasive approaches for primary breast cancer ablation and
integrating noninvasive imaging techniques to better appreciate the activity and mechanism of action of targeted
therapies in Phase I and II studies.

Cancer Control, Survivorship, and Outcomes

B Recent advances include techniques to increase the number of women screened for breast cancer, examining the
impact of breast density and breast positioning on mammographic accuracy, and understanding the impact of social
support on survivors’ well-being.

B Future investment is needed in communications strategies to educate more women about the importance of
mammography, increasing the rate at which underserved populations are screened for breast cancer, and ways to
increase the accuracy with which mammograms are interpreted.

4 Executive Summary
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Chapter 1:
Breast Cancer Research, 1998-2003

By applying and expanding our foundation of knowledge, and with ample measures of teamwork,
technology, and tenacity, major progress against breast cancer can and will be made in the next 5 to 10
years. Charting the Course: Priorities for Breast Cancer Research

Breast cancer is the most common non-skin cancer in women and the second most common cause of cancer-related death in
U.S. women." An estimated 215,000 new breast cancer diagnoses and 40,000 breast cancer deaths are expected in 2004.

As shown in Figure 1-1, breast cancer incidence rates increased steadily between 1973 and the late 1990s, following the
increased use of mammography.’ After peaking in 1998, incidence has declined slightly. White women have a higher incidence
of breast cancer than any other race, and African-American women have the second highest incidence rates. Incidence rates for
whites and African Americans have increased similarly over the past three decades.

160

Whites
All Races

120 A WA&*
African Americans
100 —.| Asian or Pacific Islander

/-\———-/_I \/'v_\ Hispanic
80

140 - =

Diagnoses per 100,000 Women

60
American Indian, Aleutian
Islander, or Eskimo
40
20
o +————r7"TT"T""TT T T T T T T T T
1973 1977 1981 1985 1989 1993 1997 2001

Figure 1-1. Breast cancer incidence in the United States
Data derived from NCI's SEER Program

Opverall mortality rates were stable between 1973 and the early 1990s,* and then began a steady decline that has continued
throughout the last decade (Figure 1-2, page 2). In 2001, mortality rates were lower than at any time since 1973, when SEER
began collecting these data. The most recent mortality rates represent an impressive decrease of approximately 20% from the
rates in the 1980s. However, while mortality rates in white women were stable until the early 1990s and then began declining,
mortality rates for African-American women increased steadily through the 1980s, surpassing the rates for white women and all
races combined in that decade. Mortality rates for African-American women began to decline in the mid-1990s, although they
are still about 35% higher than rates for white women.

1 NCTI’s Surveillance, Epidemiology, and End Results (SEER) Cancer Statistics Review, 1975-2001.

2 See Note 1.

3 The first year in which incidence and mortality data were collected by the NCI's SEER program for all races, whites, and blacks, was 1973. Beginning in 1992, the data
collected were expanded to include additional racial/ethnic groups. The most recent year for which analyzed SEER data are available is 2001.

4 See Note 1.
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Figure 1-2. Breast cancer mortality in the United States

Breast cancer is associated with a large economic toll in addition to premature death, disability, and treatment sequelae,
including quality-of-life issues. It is estimated that $5.4 billion is spent in the United States each year on treatment of the
disease.” Lost productivity and wages are additional burdens.

The Breast Cancer Progress Review Group

In September 1997, the National Cancer Institute (NCI) convened a multidisciplinary committee of scientists, clinicians, and
advocates to review the field of breast cancer research and make prioritized recommendations concerning the most needed
and promising directions for future NCI investment. In August 1998, this Breast Cancer Progress Review Group (PRG)
issued its report Charting the Course: Priorities for Breast Cancer Research, which addressed eight categories of breast cancer
research: Biology; Etiology; Genetics; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment; Cancer Control; and
Outcomes. For each research category, the report included a synopsis of current knowledge, a discussion of identified goals,
barriers to progress, and key scientific questions and opportunities, accompanied by recommended actions.®

The Breast Cancer PRG was one of two PRGs formed in 1997. The Breast Cancer PRG was composed of 30 nationally
prominent members from academia, industry, nonprofit organizations, and government, with complementary backgrounds in
basic, translational, and clinical research and in breast cancer advocacy issues. The objectives of the Breast Cancer PRG were
to review the state of the science, assess the existing NCI breast cancer research portfolio, identify and prioritize key scientific
questions, and develop recommendations for action. The expertise of the PRG members was complemented by 200 additional
scientists, clinicians, and advocates who participated in a roundtable meeting.

Since the Breast Cancer PRG issued its report, the NCI has increased its investment in research relevant to breast cancer

in terms of dollars spent and the number of projects supported. Numerous resources and programs have been sustained,
expanded, and/or developed. During this time, the NCI has improved the monitoring of basic and clinical research to better
track progress and plan future goals. The Institute has also enhanced early detection methods, developed novel treatments,
identified new prevention mechanisms, and improved our understanding of genetic predisposition. Ultimately, these
accomplishments have helped reduce mortality from breast cancer.

5 1In 1996 dollars, as determined by Brown, Riley, and Etzioni and reported in the NCI's Cancer Progress Report—2003 Update.

6 The Breast Cancer PRG report identified 64 investigative priorities; three of these priorities were further divided into 28 subpriorities. Accompanying the 64 investigative
priorities were 163 recommended actions. Although the PRG report included 64 investigative priorities, some had overlapping content. For reporting purposes, the NCI
has combined selected priorities’ overlapping content, as described in the appropriate chapters.

1-2 Chapter 1: Breast Cancer Research, 1998-2003
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Peer-reviewed publications resulting from NCl-sponsored efforts show that much progress has been made in specific topic areas
identified as promising by the PRG. Further demonstration of progress can be found in breast cancer-related patents that have
been issued and changes in clinical practice that have been adopted.

In 2004, the NCI established an internal Breast Cancer Working Group to assist in planning, monitoring, and tracking
progress in addressing the recommendations of the Breast Cancer PRG. This report includes the Breast Cancer Working
Group’s findings regarding the NCI's responsiveness to the PRG recommendations during the years 1998 through 2003.

Six Years of Progress

In the years that followed the release of the Breast Cancer PRG report, the number of investigator-initiated research projects
relevant to breast cancer increased, and specific research initiatives were implemented or expanded. In the sections that follow,

an overview is provided for the following:

B The NCI’s investment in breast cancer research, in terms of dollars invested; research projects supported; clinical trials
supported; initiatives undertaken; and resources developed, maintained, and expanded.

B The return on NCI’s investment in terms of research results obtained and applied.
Investment in Breast Cancer Research

Dollars Invested

NCI’s commitment to addressing the identified challenges and opportunities in breast cancer research is demonstrated by
growing investments in relevant activities. Figure 1-3 shows dollar estimates for NCI breast cancer spending from fiscal year
(FY) 1998 through FY2003. Over the 6 year period, NCI’s overall breast cancer investment increased by almost 60%. For each
of these years, NCI's support for breast cancer research was greater than that for any other cancer site.

Values include NCI's total intramural and extramural
support for breast cancer research as reported by the
Financial Management Branch of the NCI’s Office of
Budget and Financial Management (NCI FactBook).

The majority of funds devoted to breast cancer research
supported the extramural research program. Figure 1-4
(page 4) shows the NCI’s dollar investment for breast
cancer-relevant research during FY1998-2003. This

120

100
80
40 -
20 -
O N ! ! ! 1 1

Millions of Dollars
(@]
o

information is broken down according to the Common 1998 1999 2000 2001 2002 2003
Scientific Outline (CSO), a classification system created Fiscal Year
to provide a common approach to comparing and Figure 1-3. Estimate of total NCI dollars for breast cancer-

assessing cancer re.search that is supported by different relevant research
funding organizations.”

To derive the values for extramural research, dollars associated with each funded project were first prorated by estimated breast
cancer relevance, and this portion was then equally distributed among applicable CSO research categories. Dollars directed at
resources are included in the values for the research categories.

7 Although the seven categories of the CSO are similar to the eight categories of the Breast Cancer PRG, notable differences include the CSO’s category of scientific model
systems; the combined category of cancer control, survivorship, and outcomes; and the inclusion of genetics in the other categories. The CSO is described in its entirety at

http://researchportfolio.cancer.gcov/cso.html.
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600
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Figure 1-4. Dollar estimates for breast cancer-relevant research by type of research

Research Projects Supported

Between 1998 and 2003, the number of NCI- "3 2000
sponsored research projects relevant to breast '% 1500
cancer increased by 60%. Figure 1-5 shows the x

number of projects with breast cancer relevance® ‘s 1000
(i.e., 25% or greater) that were funded by the E 500
NCI each year during FY1998-2003. Numbers g

of funded breast cancer projects within each z 0

research category are shown in Figure 1-6 (page 1998 1999 2000 2001 2002 2003
5). Details concerning the NCI-sponsored

research projects in each category can be found

in Chapters 3 through 8 and Appendix B’. Figure 1-5. Number of research projects
relevant to breast cancer

Fiscal Year

Included in the graph are solicited and

unsolicited projects and individual training and career development awards, both new and continuing, with breast
cancer relevance values of 25% of more. (Solicited projects are those resulting from submissions in response to NCI
initiatives in targeted topic areas; unsolicited projects are those resulting from the other submissions received by the

NCI.)

Each project with 25% or greater relevance to breast cancer was counted once for each category to which it

applied."

8 Quantitative estimates of cancer-site relevance are made by NCI staff based on the proportion relevant to disease sites. The NCI uses relevance values for calculating
prorated dollar allocations (as in Figure 1-3) and for project tracking.

9 Appendix B identifies the FY2003 research projects that were responsive to the PRG priorities.

10 Category assignment was based on the results of mapping projects to the 64 PRG recommendations and not on original CSO assignments. Projects that are assigned to
more than one research category are included in the data for all appropriate categories.
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Figure 1-6. Number of breast cancer-relevant projects addressing each research category

Clinical Trials Supported

Between 1998 and 2003, the number
of active NClI-sponsored clinical trials

200

180

relevant to breast cancer increased.
Figure 1-7 shows the increase in the
overall number of NClI-sponsored"!
clinical trials relevant to breast cancer

160

140

that were active during the calendar
years 1998 to 2003. These clinical
trials represent research on treatment,

120

100

Number of Active Clinical Trials

prevention, genetics, diagnostics, and 1998 1999 2000 2001 2002 2003
supportive care. Calendar Year

These data indicate overall numbers of Figure 1-7. Number of NCI-sponsored breast cancer clinical trials active
breast cancer clinical trials. (Information during calendar years 1998-2003

in the figure is based on a search

conducted by staff of the Office of

Cancer Information Products and Systems, Office of Communications [in its PDQ Clinical Trials Database] for NCI-
sponsored breast cancer treatment trials active at some time during the timeframe 1998 to 2003.) More detailed information
about specific trials is available on NCI's Cancer.gov website at http://www.cancer.gov/clinical_trials.

Initiatives Undertaken

Between FY1998 and FY2003, numerous NCI initiatives supported work on the research priorities identified by the Breast
Cancer PRG. The initiatives increased the depth and breadth of the NCI’s research on breast cancer by:

B Encouraging submission of applications for research projects that are wholly or partially focused on breast cancer in targeted
topic areas

B Developing and maintaining resources for use by breast cancer researchers
B Establishing and expanding programs in which research and resources are combined in collaborative pursuit of a common

goal

11 An NCl-sponsored clinical trial in the Physician Data Query (PDQ): (1) has been reviewed and approved by NCI's CTEP Protocol Review Committee or by an approved
NClI-designated Cancer Center Protocol Review and Monitoring System, and/or (2) receives support through an NCI grant or cooperative agreement.
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Table 1-1 lists the NCI initiatives that resulted in breast cancer research in FY1998 through 2003'* and identifies the chapter
of this report in which more detail on the initiatives is provided.

Table 1-1. NCI Initiatives Relevant to Breast Cancer Research: 1998-2003

Initiatives Focused on Breast Cancer

Chapter 2: General Initiatives
B Aging Women and Breast Cancer: PA-00-001 (continued in FY2000)
B Breast and Ovarian Cancer Family Registries (CFRs): http://epi.grants.cancer.gov/BCFR/index.html (ongoing)

Breast Cancer Faculty: http://ccr.cancer.gov/faculties/faculty.asp?facid=129 (ongoing)

Breast Cancer Surveillance Consortium (BCSC): http://breastscreening.cancer.gov/ (ongoing)

Cooperative Breast Cancer Tissue Resource (CBCTR): http://www-cbctr.ims.nci.nih.gov/ (ongoing)

|
|
|
B Insight Awards to Stamp Out Breast Cancer: PAR-99-128 (begun in 1999)
|
|

International Breast Cancer Screening Network (IBSN): http://appliedresearch.cancer.gov/ibsn/ (begun FY1998)

Specialized Programs of Research Excellence (SPORESs) in Breast Cancer: http://spores.nci.nih.gov/breast/breast.html
(ongoing)

Chapter 3: Biology
B Stages of Breast Development: Normal to Metastatic Disease: PA-99-162 (begun in 1999)

Chapter 4: Etiology

B Breast Cancer and the Environment Research Centers: RFA-ES-03-001 (begun in 2003)

B Long Island Breast Cancer Study Project: http://epi.grants.cancer.gov/LIBCSP/Overview.html (ongoing)
B Regional Variation in Breast Cancer Rates in the U.S.: RFA-CA-98-017 (begun in 1998)

Chapter 5: Prevention

B Chemoprevention of Estrogen Receptor-Negative Breast Cancer Preclinical Studies: REA-CA-03-005
(begun in FY2002)

B Study of Tamoxifen and Raloxifene (STAR) Trial: http://www.cancer.gov/star (begun in FY1999)

Chapter 6: Early Detection, Diagnosis, and Prognosis

B Development of Digital Mammography Displays and Workstations: PA-99-082 and PA-99-083 (begun in 1999)

Initiatives With Breast Cancer-Relevant Components

Chapter 2: General Initiatives

B Applications of Innovative Technologies for the Molecular Analysis of Cancer: PAR-01-106 and PAR-01-107
(begun in FY1999; continued in FY2001)

12 Initiatives selected for inclusion are those that were begun or continued during FY1998-2003 that resulted in programs, resources, or research projects relevant to breast
cancer. Also selected for inclusion are ongoing NCI intramural initiatives that have a readily identifiable component that is specific to breast cancer.
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Basic and Preclinical Research on Complementary and Alternative Medicine (CAM): PA-02-124 (begun FY2002)
Bioengineering Research Grants: PA-02-011 (begun FY1999)

Bioengineering Research Partnerships: PAR-03-032 (begun in FY1999)

Cancer Biomedical Informatics Grid (caBIG): http://cabig.nci.nih.gov/ (begun in FY2003)

Cancer Centers Program: www3.cancer.gov/cancercenters/ (ongoing)

Cancer Genetics Services Directory: http://www.cancer.gov/search/genetics_services/

Cancer Genome Anatomy Project (CGAP): http://cgap.nci.nih.gov/ (ongoing)

Cancer Imaging Program (CIP): http://www3.cancer.gov/dip (ongoing)

Cancer Molecular Analysis Project (CMAP): http://cmap.nci.nih.gov (ongoing)
Cancer Prognosis and Prediction: PAR-03-098 and PAR-03-099 (begun in FY2001; continued in FY2003)

Cancer Research Network (CRN): http://cancercontrol.cancer.gov/bb/can_research.html (begun in FY1998)

Cancer Research Small Grant Program: PAR-02-176 (ongoing; reissue of the Cancer Prevention Research
Small Grant Program)

Cancer Research Training, Career Development and Education Opportunities: http://cancertraining.nci.nih.gov/
(ongoing)

Clinical Trials Cooperative Group Program: http://ctep.cancer.gov/resources/coop2.html (ongoing)

Community Clinical Oncology Program (CCOP): http://www3.cancer.gov/prevention/ccop (ongoing)

Competing Supplements for Organotypic Models of Cancer: PAR-02-052 (begun in FY2002)

Cooperative Human Tissue Network (CHTN): http://www-chtn.ims.nci.nih.gov/ (ongoing)

Correlative Studies Using Specimens from Multi-institutional Treatment Trials: PA-03-064
(begun in FY1998; continued in FY2001 and FY2003)

B Developmental/Pilot Projects in Cancer Complementary and Alternative Medicine (CAM): PAR-02-040
(begun in FY2002)

® Director’s Challenge: Toward a Molecular Classification of Tumors: http://dc.nci.nih.gov (begun in FY1999)

® Exploratory Grants for Correlative Laboratory Studies and Clinical Trials: PA-98-042 (ongoing)

m Flexible System to Advance Innovative Research for Cancer Drug Discovery by Small Businesses (FLAIR):
http://dtp.nci.nih.gov/branches/gcob/gcob_web17.html (begun in FY1998; continued in FY2000 and FY2001)

® Improving DNA, RNA and Protein Availability in Fixed Tissue: PAR-00-079 (begun FY2000)

® /n Vivo Cellular and Molecular Imaging Centers (ICMICs): http://www3.cancer.gov/bip/ICMICs.htm
(begun in FY1999)

® Integrating Aging and Cancer Research: PA-02-169 (begun in FY2002)
® Interdisciplinary Research Teams for Molecular Target Assessment: REA-CA-00-001 (begun in FY2000)

® Minority-Based Community Clinical Oncology Program (MBCCOP):
http://www3.cancer.gov/prevention/ccop/mbccop.html (begun in FY2002)
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B Minority Institution/Cancer Center Partnership (MI/CCP): http://minorityopportunities.nci.nih.gov/institutions/
(begun in FY2000)

Molecular Target Drug Discovery for Cancer: PAR-01-045 and PAR-01-046 (begun in FY2000)
Mouse Models of Human Cancers Consortium: RFA-CA-98-013 (begun in FY1999)
NCI Center for Bioinformatics (NCICB): http://ncicb.nci.nih.gov

Non-Mammalian Organisms as Models for Anticancer Drug Discovery: PAR-99-019 and PAR-99-020
(begun in FY1999)

Program for the Assessment of Clinical Cancer Tests (PACCT):
http://www.cancerdiagnosis.nci.nih.gov/assessment (begun in FY2000)

Shared Pathology Informatics Networks (SPIN): http://spin.nci.nih.gov/ (begun in FY2000)
Shared Resources for Scientists Outside NCI Cancer Centers: REA-CA-01-020 (begun FY1999)

Small Animal Imaging Resource Program (SAIRP): http://www3.cancer.gov/dip/sairp.htm (begun FY1998)

Small Grants Program for Cancer Epidemiology: http://epi.grants.cancer.gov/ResPort/grants.html (ongoing)

Southern Community Cohort Study (SCCS): http://www.southerncommunitystudy.org (begun in FY2001)

Special Populations Networks (SPNs): http://crchd nei nih gov/spn/index hrm] (begun FY1999)

Specimen Resource Locator: http://pluto3.nci.nih.gov/tissue/default.htm (ongoing)

Technologies for Comprehensive, Sensitive, and Quantitative Protein Analysis in Human Tumors:
RFA-CA-01-011 (expanded in FY2001)

B Therapeutic Modulation of Angiogenesis in Disease: PAR-98-090 (begun FY1998)

B Unconventional Innovations Program (UIP): http://otir.cancer.gov/tech/uip.html (begun in FY1999)

Chapter 3: Biology

Bioengineering Nanotechnology Initiative: PA-02-125 (begun FY2000; continued in FY2002)
Complex Formation in Hormonal Regulation of Gene Expression: PA-02-100 (begun in FY2002)
Mammalian Gene Collection: http://mgc.nci.nih.gov/Info/Summary (begun in FY1999)
Molecular and Cellular Biology of Metastatic Tumor Cells: PA-01-020 (begun in FY2001)
Molecular Interactions Between Tumor Cells and Bone: RFA-CA-03-013 (begun in FY2002)
Structural Biology of Membrane Proteins: PA-02-108 and PA-02-060 (ongoing)

Chapter 4: Etiology

Cancer Genetics Network (CGN): http://epi.grants.cancer.gov/CGN (ongoing)

Cohort Studies in Cancer Epidemiology: PAS-02-009 (begun in FY2002)

Diet, Lifestyle, and Cancer in U.S. Special Populations: PA-98-028 (begun in FY1998)
Geographic-Based Research in Cancer Control and Epidemiology: PAS-00-120 (begun in FY2000)
Interdisciplinary Studies in the Genetic Epidemiology of Cancer: REA-CA-98-018 (begun in FY1998)

NCI Cohort Consortium: http://cancercontrol.cancer.gov/bb/cohort_conso.html (begun in FY2000)
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Chapter 5: Prevention

B Chemoprevention in Genetically-Identified High-Risk Groups: Interactive Research and Development Projects:
RFA-CA-98-012 (begun in FY1998)

B Phase I and II Cancer Prevention Clinical Trials Consortia: CN-25000-39 (begun in FY2002)

B Rapid Access to Preventive Intervention Development (RAPID) Program:
http://www3.cancer.gov/prevention/rapid/index.heml (begun in FY2000)

Chapter 6: Early Detection, Diagnosis, and Prognosis

B Cancer Diagnosis Program: http://www.cancerdiagnosis.nci.nih.gov (ongoing)

B Clinical Proteomics Program (CPP): http://ncifdaproteomics.com/index.php (begun in FY1999)

B Development of Clinical Imaging Drug Enhancers (DCIDE): http://www3.cancer.gov/bip/DCID_des.htm
(begun in FY2000)

B Development of Novel Technologies for /2 Vivo Imaging: PAR-01-101 and PAR-01-102
(begun in FY2000 as the Development of Novel Imaging Technologies)

B Diagnostic Imaging Network—American College of Radiology Imaging Network (ACRIN):
http://www.acrin.org/ (begun in FY1999)

Early Detection Research Network: http://www3.cancer.gov/prevention/cbrg/edrn (begun in FY1998)

Exploratory/Developmental Grants for Diagnostic Cancer Imaging: PA-01-030 (begun in FY1998)
Exploratory Studies in Cancer Detection, Prognosis and Prediction: PA-03-003 (begun in FY2001)
Exploratory Studies in Cancer Diagnostics: PA-98-022 (begun in FY1998)

Gene Expression Data Portal (GEDP): http://gedp.nci.nih.gov/dc/index.jsp (ongoing)

Innovative Technologies for the Molecular Analysis of Cancer: PAR-01-105 and PAR-01-104
(begun in FY1998; continued in FY1999 and FY2001)

B Tissue Array Research Program (TARP): http://ccr.cancer.gov/tech_initiatives/tarp

Chapter 7: Treatment
B Cancer Drug Discovery: Diversity Generation and Smart Assays: RFA-CA-98-009 (ongoing)
B Cancer Therapy-Related Use of Genetically Engineered Mice: PAR-02-051 (begun in FY2002)

m Cancer Trials Support Unit: http://www.ctsu.org (ongoing)

Central Institutional Review Board: http://www.ncicirb.org/ (begun in FY2001)

Clinical Cancer Therapy Research: PA-02-002 (continued in FY1999)

Cooperative Planning Grant for Cancer Disparities Research Partnership: RFA-CA-03-018 (begun in FY2002)
Development and Application of Imaging in Therapeutic Studies: RFA-CA-98-024 (begun in FY1998)
Expanded Participation Project (EPP): http://spitfire.emmes.com/study/epp

|
|
|
|
|
B National Cooperative Drug Discovery Groups (NCDDGs): http://dtp.nci.nih.gov/branches/gcob/gcob_web3.html

(continued in FY1999)
B Quick Trials for Novel Cancer Therapies: PAR-03-005 (begun in FY2000)
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B Rapid Access to Intervention Development (RAID) Program: http://dtp.nci.nih.gov/docs/raid/raid_index.html
(ongoing)

B Rapid Access to NCI Discovery Resources (RAND): http://dtp.nci.nih.gov/docs/rand/rand_index.html (ongoing)

B Translational Research Initiative (TRI): http://ctep.cancer.gov/resources/trf-overview.html (begun in FY2001)

Chapter 8: Cancer Control, Survivorship, and Outcomes
B Basic Biobehavioral Research on Cancer-Related Behaviors: RFA-CA-99-014 (begun in FY2000)
m Cancer Control PLANET: http://cancercontrolplanet.cancer.gov/ (begun FY2003)

m Cancer Intervention and Surveillance Modeling Network (CISNET): http://cisnet.cancer.gov/about
(begun in FY1999; continued in FY2002)

B Cancer Outcomes Measurement Working Group (COMWG): http://outcomes.cancer.gov/methods/measures/comwg
(begun in FY2001)

B Cancer Surveillance Using Health Claims-Based Data System: http://dccps.nci.nih.gov/ARP/research/health.asp
(continued in FY1999)

Cancer Survivorship Studies in Established Epidemiologic Cohorts: PA-98-027 (begun in FY1998)
Centers for Complementary and Alternative Medicine Research: REA-AT-00-001 (begun in FY1999)

Centers of Excellence in Cancer Communications Research: http://cancercontrol.cancer.gov/eocc/ (begun in FY2001)

Digital Divide Pilot Projects: http://cancercontrol.cancer.gov/eocc/ddpp_awards.html (begun in FY2000)

Economic Studies in Cancer Prevention, Screening, and Care:
http://cancercontrol.cancer.gov/ARP/research/economic.asp (ongoing)

Exploratory Grants for Behavioral Research in Cancer Control: PA-99-163 (begun in FY1999)
Health Communications in Cancer Control: RFA-CA-98-014 (begun in FY1998)
Long-Term Cancer Survivors: Research Initiatives: REA-CA-04-003 (begun in FY1998)

Minority and Underserved Cancer Survivors: http://cancercontrol.cancer.gov/ocs/underserved

Research on the Impact of Cancer on the Family: http://dccps.nci.nih.gov/bb/research family.html

Research Supplements for Underrepresented Minorities: http://cancercontrol.cancer.gov/ocs/underrepresented/

SEER-Medicare Linked Database: http://healthservices.cancer.gov/seermedicare (ongoing)

SEER Patterns of Care/Quality of Care (POC/QOC) Initiative: http://cancercontrol.cancer.gov/bb/seer pattern.html
(begun FY2001)

B Small Grants Program for Behavioral Research in Cancer Control: http://dccps.nci.nih.gov/smallgrants/index.html
(ongoing)

m Social and Cultural Dimensions of Health: PA-02-043 (begun in FY2002)

® Surveillance, Epidemiology, and End Results (SEER): http://seer.cancer.gov (expanded in FY2001)

B Translating Research into Improved Outcomes (TRIO): http://cancercontrol.cancer.gov/bb/trio.html
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Resources for Breast Cancer Research That Were Developed, Maintained, or Expanded
NCI-funded resources that support breast cancer research include the following:

B Repositories for accessing biological specimens and associated clinical data from patients with breast cancer and women at
risk of developing the disease

® Databases for accessing information from multiple sources

B Animal models that mimic the development and/or progression of breast cancer

B Forums for communicating research results and stimulating discussion and collaboration among investigators

® Training programs for improving the skills and advancing the careers of young, mid-career, and minority investigators
B Tools for assisting investigators in locating research resources

® Rapid development of new technologies

m Conduct of large, multi-institutional clinical trials

B Access to specialized patient populations

B Access to specialized equipment and expertise

Examples of NCI-supported resources include the following:

Cancer Research Training, Career Development, and Education Opportunities

Cooperative Breast Cancer Tissue Resource

Mouse Models of Human Cancers Consortium (MMHCC)

Mammary Gland Cancer Committee

Mouse Models Repository

Clinical Trials Cooperative Group Program

American College of Radiology Imaging Network (ACRIN)

Early Detection Research Network (EDRN) (which includes a Breast and Gynecologic Cancers Collaborative Group)

Minority Institution/Cancer Center Partnership (MI/CCP)

Rapid Access to Intervention Development (RAID) Program

In addition, Specialized Programs of Research Excellence (SPOREs) in Breast Cancer provide a comprehensive mix of

translational research projects,' core resources, and training opportunities. Details about these SPOREs can be found in

Chapter 2.

13 Translational research aims to move findings from the basic laboratory into the clinical setting.
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Figure 1-8. Estimated number of peer-reviewed publications on breast cancer acknowledging NCI support
Values are the total unique publications identified from a MEDLINE search and an ISI/Web of Science search. (Both databases
were queried using the following criteria: (1) using terms related to “breast”; (2) including an NCI grant number or author
address; and (3) limiting to publications in an English-language, peer-reviewed journal. An additional search in MEDLINE for
all grant numbers representing 100% breast cancer-relevant projects was performed in the grant number field using the same
limitations. Both intramural and extramural NCI projects are represented.)

Research Progress

One indicator of research progress is growth in the number of peer-reviewed publications on a specific topic. Figure 1-8 (page
12) shows the estimated number of peer-reviewed publications indicating NCI support and relevance to breast cancer during
calendar years 1998 through 2003. The values in Figure 1-8 should be considered conservative estimates.'

Table 1-2 lists areas of ongoing NCl-sponsored research that are represented in recent publications. The table also includes the
report chapter in which progress in these areas is highlighted.

Table 1-2. Recent Progress in Breast Cancer Research

Initiatives (Chapter 2) Biology (Chapter 3)

B Specialized Programs of Research Excellence B Mammary Gland Development and Breast Cancer
(SPORE?s) Susceptibility
+ Kiriippel-Like Transcription Factor (KLF4) Protein ¢ Breast Cancer Stem Cells

as a Biomarker + Mouse and Multicell Model Systems

¢ Novel Liposome Constructs for Drug Delivery B Genetic and Epigenetic Changes in Breast Cancer

+ Collaborative Study of Magnetic Resonance Development
Imaging to Measure Response to Chemotherapy

+ AVON Foundation-NCI Progress for Patients
Awards Program

+ BRCAI Tumor-Suppressor Gene

+ Her2/neu-Receptor Tyrosine Kinase

14 Given such factors as less-than-complete support acknowledgments by authors, inclusion of only the corresponding author’s affiliation in MEDLINE, possible typographic
errors in reporting grant numbers, possible data entry errors, and journal policies on support acknowledgments, the publication counts reported in Figure 1-8 are no doubt
underestimates.
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B Metastasis and Progression

+ Factors Responsible for Osteolysis

¢ Models of Metastasis

Etiology (Chapter 4)
B BRCALI and BRCA2
+ Risk of Breast Cancer in Mutation Carriers
+ Modifiers of Breast Cancer Risk Among Carriers
B Other Breast Cancer Susceptibility Genes
+ CHEK2
+ ATM Gene
B Environmental Influences
B Behavioral Factors
+ Hormone Replacement Therapy
+ Obesity

B Endogenous Factors

Prevention (Chapter 5)
B Models of Precancerous Biology
¢ Neu Transgenic Mouse

+ Conditional Knockout of the BRCA1 Gene in the
Mammary Epithelium of Mice

B Dietary Factors
¢ Low-Fat Diet

+ Natural Products (e.g., Green Tea Polyphenol
Epigallocatechin-3 Gallate)

B Prevention Trials
+ Selective Estrogen-Receptor Modulators

+ Retinoids

Detection, Diagnosis, and Prognosis (Chapter 6)
B Imaging Technologies

¢ Positron Emission Tomography

+ Magnetic Resonance Imaging

+ Convolution Neural Networks

+ Automated Estimation Analysis Tool to Estimate
Mammographic Breast Density

m Novel Biologic Markers
+ Mammaglobin Gene
+ Epidermal Growth Factor Receptor
+ 2,6-Cyclolycopene-1,5-Diol
+ Combinations of Markers Identified by Microarray

+ Estrogen Receptor and A1B1 (SRC-3) Protein
Expression to Predict Response to Tamoxifen
Treatment

Treatment (Chapter 7)
B Progress in Preclinical Models
+ C3(1)/SV40 Tag Mice
B [n Situ Disease
¢ Postsurgical Tamoxifen
+ DPostoperative Anastrazole
B Operable Disease

+ Adjuvant Treatment for Node-Negative Patients

*

Oncotype Dxtm Breast Cancer Assay

¢ Preoperative Chemotherapy

¢ Breast-Conserving Surgery and Quality of Life
+ Chemotherapy Intervals

Aromatase Inhibitors

*

B Nonoperable Disease

+ Ongoing Clinical Trials With Chemo- and Biologic
Therapies

Cancer Control, Survivorship, and Outcomes
Research (Chapter 8)

B The Importance of Mammography
+ Tailored Communications
¢ The Use of Screening Mammography

B Factors Affecting the Accuracy of Mammography
+ Breast Density

¢ Breast Positioning During the Mammogram
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B Quality of Care B Survivors’ Issues
+ Barriers to Appropriate Follow-Up ¢ Physical Symptoms After Completing Treatment
+ Disparities in the Care of Women With Breast + Social Support and Well-Being
Cancer

+ Health Behaviors
+ Indirect Morbidity and Disability Costs of Breast

Cancer

Applied Research

NCl-sponsored research has led to new and innovative prevention and treatment interventions. In 1998, for example,
tamoxifen became the first drug to receive U.S. Food and Drug Administration'® (FDA) approval for the prevention of breast
cancer in high-risk women. Two other drugs, anastrozole (Arimidex®) and letrozole (Femara®), received approval as first-

line treatments for postmenopausal women with locally advanced or metastatic breast cancer. Anastrozole was also approved
for the adjuvant treatment of postmenopausal women with early breast cancer. The FDA also approved taxanes (paclitaxel
[Taxol®] and docetaxel [Taxotere®]) and epirubicin (Ellence™) for women with axillary node involvement. Other drugs have
been approved for the treatment of metastases associated with breast cancer. In particular, zoledronic acid (Zometa®) and
pamidronate (Aredia®) are now used to treat bone metastases and trastuzumab (Herceptin®) is used for patients whose tumors
overexpress the Her2/neu gene.

Patients with advanced breast cancer now have more treatment options than ever before. For hormone-sensitive tumors,
fulvestrant (Faslodex®) and exemestane (Aromasin®) are second-line choice, while a series of new agents—capecitabine
(Xeloda®), gemcitabine (Gemzar®), and vinorelbine (Navelbine®)—are new chemotherapeutics able to offer palliation once
hormonal therapies become ineffective.

Newer practices related to surgical management of breast cancer have become more accepted.'® While axillary lymph node
dissection remains the standard practice for staging lymph nodes, sentinel lymph node biopsy is receiving greater recognition as
an alternative that has the potential to reduce the side effects associated with axillary lymph node dissection. A definitive trial
(NSABP B-32) supported by NCI comparing the two approaches has completed accrual of more than 5,000 patients. When
available, results from this comparison will prove whether or not the sentinel node technique produces comparable survival
results with fewer side effects.

Preoperative (neoadjuvant) therapy can reduce the size of a large tumor, thereby allowing more women to undergo breast-
conserving therapy. This approach also holds the appealing possibility of providing for more tailored therapy according to the
biologic characteristics and responsiveness of individual tumors. NCI-supported studies are currently enrolling patients on
trials testing this novel approach, and these studies are collecting valuable tissue specimens that will be key to an understanding
of tumor responsiveness and resistance to specific therapies. More details about preoperative therapy are presented in the

Ongoing NCI Research: Operable Disease section of Chapter 7.

U.S. patents issued each year with relevance to breast cancer show promise for future product development. Investigators
supported by the NCI have translated their basic discoveries into advances in technology. Between 1998 and 2003, 96 patents

15 Information on breast cancer-related drugs approved by the FDA between 1998 and 2003 was obtained from the FDA’s Oncology Tools Web site at http://www.fda.gov/
search/databases.html.

16 The American College of Radiologists (ACR) published guidelines on sentinel lymph node biopsy and preoperative therapy in the “Standards for breast conservation
therapy in the management of invasive breast carcinoma.” This document and other guidelines can be found on the National Guideline Clearinghouse Web site
(www.guideline.gov).
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relevant to breast cancer were awarded or were pending decisions by the U.S. Patent Trademark Office (USPTO)." A listing of
these patents can be found in Appendix C, including patents for:

B Advances in breast imaging devices

B Biomarker-based diagnostic and prognostic indicators
B Methods of inhibiting cancer growth

B Assays for tumor proliferative status

B Genetic markers for cancer

B Novel delivery systems for anticancer agents

This Progress Report

This report, which documents the NCI’s responsiveness to the recommendations of the Breast Cancer PRG report over
the years 1998 through 2003, will be used by the NCI to help the Institute make course corrections and develop new
recommendations regarding breast cancer research. The report is organized according to the CSO" categories used by the NCI:

Initiatives
Biology
Etiology

Early Detection, Diagnosis, and Prognosis

[ |

[ |

[ |

B Prevention
[ |

B Treatment
[ |

Cancer Control, Survivorship, and Outcomes

Chapter 2 provides details on NCI initiatives that address multiple categories of breast cancer research, along with the specific
programs, resources, and/or research projects that derive from those initiatives. In Chapters 3 through 8, progress is reported
for both a specific research category as a whole and for the underlying individual PRG investigative priorities. Quantitative
measures are included throughout to demonstrate the extent of the NCI’s responsiveness to the PRG research priorities.

This report addresses only part of the progress made since 1998, with the content limited to NClI-sponsored research that is
most relevant to breast cancer. In addition to the NCI, other federal and nonfederal agencies fund research on breast cancer.
Furthermore, human cancers are complex diseases; each cancer site has features that are unique and features that are shared
with other cancer sites. It is possible that the solution for preventing breast cancer or the suffering and death resulting from this
disease will ultimately derive from research directed at another cancer site, or even from research directed at a noncancerous
disease. To increase the likelihood that significant breakthroughs will be made in prevention, diagnosis, and treatment, the NCI
remains committed to planning, conducting, and assessing research that is directed specifically at breast cancer while remaining
ever vigilant for cross-cutting advances from other tumors or disciplines.

17 Patents and patent applications were identified by searching the USPTO databases (http://www.uspto.gov/patft/index.html) for breast-relevant terms and then selecting for
projects in which the government interests/rights were attributed to grants that included the NCI’s Administering Organization Code.

18 Scientific model systems was not included as a unique chapter in this report due to the small number of priorities addressing this topic in the PRG’s original report and
the overlapping relevance of this category to other research categories. Significant advances in models research are presented in the chapters on biology, prevention, and
treatment.
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Chapter 2:
Initiatives

The current mechanism of peer-reviewed, investigator-initiated research project grants has served us
very well over the years. This approach should be continued and enhanced.... Additional pathways are
needed, however, to support important research not currently well served by existing mechanisms.
Charting the Course: Priorities for Breast Cancer Research

As the leader of the National Cancer Program, the NCI provides vision and direction to the nationwide community of
researchers, public health workers, health care providers, patients, advocates, and policy makers working to defeat cancer. In
this capacity, the NCI is responsible for coordinating, conducting, and funding programs in basic research, training, and public
health that pertain to the diagnosis, prevention, and treatment of cancer.

The largest share of NCI funding for biomedical research supports investigator-initiated applications. This approach enables
individual scientists to design and focus on research projects that they believe have the greatest significance and offer the best
chance of producing important knowledge. The investigator-initiated cancer research portfolio extends broadly across research

fields and disciplines.

Research is also solicited and resources are developed through the use of 7nitiatives, which encourage work in priority areas,
support multidisciplinary research collaborations, and generate research applications in areas that are not addressed adequately.
Initiatives permit the NCI to take advantage of scientific opportunities in a timely way. They also provide funding to overcome
barriers to progress and allow investigators to pursue new research that is outside their area of expertise. Initiatives soliciting
breast cancer research are used by the NCI to address priorities that might not otherwise be addressed through investigator-
initiated research proposals. In the broadest sense, initiatives include the following:

B The extramural funding opportunities used for establishing new projects, resources, and programs
B The resources and programs that result from these funding opportunities
B The resources and programs that the NCI establishes within its intramural programs

A recurring theme throughout the 1998 Breast Cancer PRG report was that progress in highly promising avenues of breast
cancer research is being delayed because of limitations in knowledge, resources, infrastructure, or capacity needed for
conducting this work. To address these limitations, PRG members generated a list of the most important scientific priorities
and recommended actions in breast cancer biology, etiology, genetics, prevention, detection, treatment, cancer control, and
outcomes. These topics are addressed in Chapters 3-8 of this report. In addition to these recommendations, the 1998 Breast
Cancer PRG identified 13 critical areas of equal priority spanning the continuum of breast cancer research and care:

Increase basic research on the biology and developmental genetics of the normal mammary gland.

Develop better model systems for breast cancer.

Increase research on the genetics and biology of precancerous lesions and their progression to invasive, metastatic cancers.
Identify key biomarkers and surrogate endpoints for epidemiologic studies and prevention and therapy trials.

Enhance availability of new technologies and funding for equipment.

Facilitate novel therapeutic approaches in academic health centers and via public/private partnerships.

Modify and enhance support for prevention and therapy clinical trials.

Ensure that all breast cancer basic and clinical research and communications efforts reflect and address patient and survivor
needs and concerns.
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B Increase focus on and support for basic and applied research into biobehavioral mechanisms and decision making relevant to
cancer prevention, detection, and treatment.

B Expand training opportunities and support, especially for multidisciplinary training of translational investigators and to
attract new talent to breast cancer research.

B Promote multidisciplinary research focus and communication.
B Develop mechanisms to support innovation and enhance support for specific areas of research.
B Address informed consent and confidentiality issues.

The NCI has responded to the 1998 PRG priorities and recommendations by expanding its investment in solicited breast
cancer research. By expanding ongoing initiatives and introducing new initiatives targeting priority research topics, the NCI
provides focused support and guidance for researchers pursuing breast cancer studies. By supporting initiatives that provide
infrastructure and resources, the NCI facilitates research projects that rely on centralized, shared resources and collaborations.
Many of these initiatives and resources are, appropriately, not limited to or specific for breast cancer, but their availability
facilitates the efforts of those focusing on breast cancer research.

NCI’s Investment and Response

Chapter 1 shows the growth in NCI spending on breast cancer research (Figure 1-3) and lists the specific initiatives that
addressed breast cancer (Table 1-1) during the period 1998-2003. In this chapter, detailed information is provided for
initiatives that are relevant to more than one research category. This information includes a description of the initiative,
relevant research categories, and the program, resource, research projects, and/or products that resulted from the initiative
(Table 2-1). For each initiative in Table 1-1 that applies to a single research category, more detail is provided in the report
chapter that corresponds to the category.

Table 2-1. NCI Initiatives Relevant to Breast Cancer Research: Initiatives Affecting Multiple Research Categories®

Initiatives Focused on Breast Cancer

B Aging Women and Breast Cancer (PA-00-001)
+ Opverview: Supports research that focuses on the unique problems of older women with breast cancer.
¢ Research Categories: All.

¢ Relevant Projects Resulting From This PA: Between 1998 and 2003, 11 projects relevant to breast cancer research
were supported. Specific projects can be found in Appendix B, Tables B2, B9, B16, B23, B33, B40, B41, B43, B46,
B51, B54, and B55, by searching for the current PA number and the previously issued PA number (PA-96-034).

B Breast and Ovarian Cancer Family Registries (CFRs) (http://epi.grants.cancer.gov/BCFR/index.html)

+ Overview: Maintains tissue specimens and treatment information provided by over 9,000 families with a history of
breast or ovarian cancer.

¢ Research Categories: Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment; Cancer Control,
Survivorship, and Outcomes.

¢ Relevant Resource Related to This Initiative: The CFR resources are available to researchers to support studies in
genetic epidemiology, clinical investigations, social and behavioral epidemiology, and health policy research. CFR
data were used in more than 100 published reports between 1998 and 2003.

a. Lists of projects derived from initiatives can be found on the online Supplement to the Breast Cancer Progress Report: Initiatives Database.
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B Breast Cancer Faculty (http://ccr.cancer.gov/faculties/faculty.asp?facid=129)

+ Overview: Facilitates interactions among basic, epidemiological, translational, and clinical researchers in the
NCI intramural research program in an effort to promote a community of investigators working together for the
prevention, diagnosis, and cure of breast cancer. More than 200 NCI and NIH faculty members participate in a
monthly seminar series and annual retreat to facilitate communication and collaborations among laboratories.

¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Program Resulting From This Initiative: Recent accomplishments include the establishment of consensus
nomenclature for the comparative pathology of genetically engineered mouse and human breast lesions and the
development of the NCI Mouse Model for Mammary Cancer Collective, which is a component of the Mouse
Models of Human Cancers Consortium.

B Breast Cancer Surveillance Consortium (BCSC) (http://breastscreening.cancer.gov/)

+ Overview: Supports studies that investigate the factors influencing screening mammography performance in
community practice. In addition to conducting research that evaluates screening mammography and its effect in
populations, BCSC is actively collaborating with federal regulatory agencies, radiological professional societies, and
private-sector vendors to reduce the cost and improve the quality of screening mammography performance. BCSC
reviews and comments on reports and initiatives by these agencies, as well as collaborates in standardizing data
collection for mammography quality control. BCSC relies on a Statistical Coordinating Center (REA-CA-98-025)
to serve as the central repository for pooled data and to provide the research expertise on complex statistical issues
for analysis of these pooled data.

¢ Research Categories: Prevention; Early Detection, Diagnosis, and Prognosis; Cancer Control, Survivorship, and
Outcomes.

+ Relevant Projects Resulting From This Initiative:
Breast Cancer Surveillance in a Defined Population
Carolina Mammography Registry
Colorado Mammography Project
New Hampshire Mammography Network
New Mexico Mammography Project
San Francisco Mammography Registry
Statistical Coordinating Center
Vermont Breast Cancer Surveillance System

B Cooperative Breast Cancer Tissue Resource (CBCTR) (http://www-cbetr.ims.nci.nih.gov/)

+ Overview: Facilitates large research studies requiring archival tissue by supplying investigators with primary breast
cancer tissues and associated clinical data.

¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Resources Resulting From This Initiative: Investigators can search an online database to identify breast
cancer specimens that meet their specific research needs. Searches can be made based on annotated clinical
characteristics, which include but are not limited to stage of disease, recurrence information, and treatment received,
as well as resource characteristics, including the availability of normal (control) tissue.
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B Insight Awards to Stamp Out Breast Cancer (PAR-99-128)

+ Overview: Supports innovative pilot studies to generate a new understanding of breast cancer. The focus of the
program is to advance underdeveloped areas of research that were identified by the NCI Breast Cancer Progress
Review Group.

¢ Research Categories: All.

¢ Relevant Products Resulting From This PA: Between 1998 and 2003, 47 projects relevant to breast cancer research
were supported through this PA.®

B International Breast Cancer Screening Network (IBSN) (http://appliedresearch.cancer.gov/ibsn/)

+ Overview: Supports collaborative research aimed at identifying and fostering effective approaches to worldwide
breast cancer control through population-based screening mammography.

¢ Research Categories: Early Detection, Diagnosis, and Prognosis; Cancer Control, Survivorship, and Outcomes.

¢ Relevant Program Resulting From This Initiative: Representatives from 25 countries work together to compare
data from international breast cancer screening programs and to develop methods for evaluating the impact of
population-based breast cancer screening programs. Working groups within this consortium include the following:

Case Control Evaluation Group

Communications Working Group

Group on Assessment of Organized Screening Programs
Mortality Evaluation Group

Performance Parameters Evaluation Group

Quality Assurance Group

B Specialized Programs of Research Excellence (SPOREs) in Breast Cancer (http://spores.nci.nih.gov/breast/breast.html)

¢ Overview: Supports translational research centers that focus on the prevention, etiology, screening, diagnosis, and
treatment of a specific organ-site cancer.

¢ Research Categories: All.

¢ Relevant Program Resulting From This Initiative: There are currently ten breast cancer SPORE sites, which are listed
in Table 2-2. Yearly meetings are held to facilitate communication among the researchers participating in the breast
cancer SPOREs and among the researchers participating in SPOREs for all cancer types.

Initiatives With Breast Cancer-Relevant Components

B Applications of Innovative Technologies for the Molecular Analysis of Cancer (PAR-01-106; PAR-01-107)

+ Overview: Supports research projects that evaluate and implement molecular analysis technologies in studies relevant
to cancer research.

¢ Research Categories: Biology; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Research Projects Resulting From These PAs: Between 1998 and 2003, 16 projects relevant to breast cancer
research were supported. Specific projects can be found in Appendix B, Tables B1, B2, B5, B10, B14, B19, B26, and
B29-33, by searching for these current PA numbers and the previously issued PA numbers (PAR-99-102 and PAR-
99-103).

b. Lists of projects derived from initiatives can be found in the online Supplement to the Breast Cancer Progress Report: Initiatives Database.
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B Basic and Preclinical Research on Complementary and Alternative Medicine (CAM) (PA-02-124)

+ Overview: Provides support for CAM and conventional researchers to focus on basic, mechanistic, and preclinical
research on Complementary and Alternative Medicine-based treatments for diseases such as breast cancer.

¢ Research Categories: Prevention; Treatment; Cancer Control, Survivorship, and Outcomes.
¢ Relevant Projects Resulting From This PA: Pending—this PA will remain open until July 15, 2005.
B Bioengineering Research Grants (PA-02-011)

+ Overview: Supports multidisciplinary research performed in a single laboratory or by a small number of investigators
that applies an integrative systems approach to develop knowledge and/or methods to prevent, detect, diagnose, or
treat disease or to understand health and behavior.

¢ Research Categories: Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Projects Resulting From This PA: Between 1998 and 2003, six projects relevant to breast cancer research
were supported. Specific projects can be found in Appendix B, Tables B17, B18, B34, B51, B53, B54, and B56, by
searching for the current PA number and the previously issued PA number (PAR-99-009).

B Bioengineering Research Partnerships (PAR-02-010)

+ Overview: Supports the formation of multidisciplinary research partnerships among multiple institutions that apply
an integrative systems approach to develop knowledge and/or methods to prevent, detect, diagnose, or treat disease
or to understand health and behavior.

¢ Research Categories: Biology; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Projects Resulting From This PA: Between 1998 and 2003, eight projects relevant to breast cancer research
were supported. Specific projects can be found in Appendix B, Tables B2, B26, B29, B30, and B39, by searching for
the current PA number and the previously issued PA numbers (PA-01-024, PAS-00-006, and PAS-99-010).

B Cancer Biomedical Informatics Grid (caBIG) (http://cabig.nci.nih.gov/)

+ Overview: Provides greater access to data, sharing of informatics tools and resources, and enables collaborations
that span across laboratories and institutions. This grid is planned to be capable of expanding beyond the current
proposed uses of clinical trials management, basic and clinical research support and data sharing, and tissue bank
and pathology support.

¢ Research Categories: All.

¢ Relevant Resources Resulting From This Initiative: caBIG supports a variety of research applications, including
the cancer Image Database (calMAGE), cancer Model Organisms Database (caMOD), Cancer Central Clinical
Database (C3D), and cancer Laboratory Information Management System (caLIMS). Original NCI databases
such as the cancer Data Standards Repository (caDSR), Common Data Elements (CDE), CGAP, and CMAP are
available to researchers through caBIG, as are tools and applications developed by partner institutions.

m Cancer Centers Program (www3.cancer.gov/cancercenters/)

+ Overview: Supports major academic and research institutions throughout the United States to sustain broad-based,
coordinated, interdisciplinary programs in cancer research.

¢ Research Categories: All.

¢ Relevant Programs Resulting From This Initiative: More than 60 institutions have been awarded P30 Cancer
Center Support Grants (CCSG) to fund the scientific infrastructure of their cancer centers. Support is provided for
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elements such as scientific leadership and administration, research resources that give ready access to state-of-the art
technologies, and flexible funds that help the center pursue its planned objectives and take immediate advantage of
new research opportunities.

B Cancer Genetics Services Directory (http://www.cancer.gov/search/genetics_services/)

+ Overview: Supports a directory of individuals who provide services related to cancer genetics, including cancer risk
assessment, genetic counseling, and genetic susceptibility testing.

¢ Research Categories: Etiology; Cancer Control, Survivorship, and Outcomes.

+ Relevant Resource Resulting From This Initiative: Individuals contemplating genetic testing can locate a genetics
counselor by searching an online directory. More than 370 genetics professionals specializing in breast cancer are
listed in the United States and Canada.

m Cancer Genome Anatomy Project (CGAP) (http://cgap.nci.nih.gov/)

+ Overview: Supports a collaborative program for determining the gene expression profiles of normal, precancerous,
and cancerous cells.

¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis.

¢ Relevant Resource Resulting From This Initiative: Through the CGAP Web site, researchers can access human and
mouse genomic data, informatics tools, and information on methods and resources. The database has more than
20,000 expressed genes from normal or cancerous human mammary tissue. The SAGE Genie Anatomic Viewer tool
allows scientists to identify genes uniquely expressed in specific cancers, including breast cancer.

m Cancer Imaging Program (CIP) (http://www3.cancer.gov/dip)

¢ Overview: Encompasses multiple initiatives that support cancer-related basic, translational, and clinical research in
imaging sciences and technology.

¢ Research Categories: Biology; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Programs Resulting From This Initiative: Breast cancer research has been supported through Requests for
Applications (RFAs) for the following programs:

Development and Application of Imaging in Therapeutic Studies

Development and Testing of Digital Mammography Displays and Workstations

Exploratory/Developmental Grants for Diagnostic Cancer Imaging
In Vivo Cellular and Molecular Imaging Centers (ICMICs)
Planning Grants for /n Vivo Cellular and Molecular Imaging Centers (Pre-ICMICs)

Small Animal Imaging Resource Programs (SAIRPs)

m Cancer Molecular Analysis Project (CMAP) (http://cmap.nci.nih.gov)

+ Overview: Provides access to information regarding various aspects of cancer molecular biology, including molecular
signatures for specific cancer types, molecular targeted agents, and clinical trials evaluating these agents.

+ Research Categories: Biology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

+ Relevant Resource Resulting From This Initiative: Data can be retrieved from the CMAP Web site for many types of
cancer, including breast cancer.
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m Cancer Prognosis and Prediction (PAR-01-061; PAR-01-062)

+ Overview: Supports the development of new strategies for determining prognosis or predicting response to cancer
therapy.

¢ Research Categories: Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Research Projects Resulting From These PAs: Between 1998 and 2003, five projects relevant to breast
cancer research were supported. Specific projects can be found in Appendix B, Tables B29 and B33, by searching for
these PA numbers.

B Cancer Research Network (CRN) (http://cancercontrol.cancer.gov/bb/can_research.html)

+ Overview: Supports research on cancer prevention, early detection, long-term care, and postdiagnosis monitoring.
¢ Research Categories: Early Detection, Diagnosis, and Prognosis; Cancer Control, Survivorship, and Outcomes.

¢ Relevant Resource Resulting From This Initiative: Comprising 11 managed care research organizations, the CRN is
developing integrated data systems to support studies that include evaluation of breast and cervical cancer screening
and prophylactic mastectomy for women at high risk for breast cancer.

m Cancer Research Small Grant Program (PAR-02-176) and Cancer Prevention Research Small Grant Program
(PAR-00-025)

+ Overview: Supports research in the fields of early detection, chemoprevention, biomarker development, and
nutrition science. Short-term awards provide support for pilot projects, development and testing of new
methodologies, or innovative projects that provide a basis for more extended research.

¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis.

¢ Relevant Research Projects Resulting From These PAs: Between 1998 and 2003, 30 projects relevant to breast cancer
research were supported. Specific projects can be found in Appendix B, Tables B1-3, B6-17, B19, B21, B23, B30,
B31, and B36, by searching for these PA numbers.

® Cancer Research Training, Career Development, and Education Opportunities (http://cancertraining.nci.nih.gov/)

+ Overview: Supports predoctoral and postdoctoral training and faculty career development in the field of cancer
research.

¢ Research Categories: All

+ Relevant Resource Resulting From This Initiative: More than ten types of awards exist to support training and
career development in cancer biology, causation, prevention and control, detection and diagnosis, treatment, and
rehabilitation research. The number of breast cancer-relevant individual training and career development awards
nearly doubled between the years FY1998 and FY2003.

® Clinical Trials Cooperative Group Program (http://ctep.cancer.gov/resources/coop2.html)

+ Overview: Supports organizations that generate and conduct clinical trials consistent with national priorities for
cancer research.

¢ Research Categories: Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment; Cancer Control,
Survivorship, and Outcomes.

+ Relevant Resource Resulting From This Initiative: The cooperative groups include 14 member organizations, with
11 currently conducting trials on breast cancer. Banked tissue resources are available to investigators through each
cooperative group.
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B Community Clinical Oncology Program (CCOP) (http://www3.cancer.gov/prevention/ccop)

+ Overview: Supports a comprehensive clinical trials mechanism for disseminating the latest cancer prevention and
treatment research findings at the community level.

¢ Research Categories: Prevention; Treatment; Cancer Control, Survivorship, and Outcomes.

¢ Relevant Program Resulting From This Initiative: The CCOP includes 17 funded groups of hospitals or private
practices that participate in NCI-funded clinical trials. Ten of these groups are currently participating in trials on

breast cancer.
B Competing Supplements for Organotypic Models of Cancer (PAR-02-052)

+ Overview: Supports the development and use of novel organ-like model systems that more closely resemble normal
tissue or emerging tumors than do simple tissue culture systems.

¢ Research Categories: Biology; Etiology; Prevention.
¢ Relevant Projects Resulting From This PA: Pending.

B Cooperative Human Tissue Network (CHTN) (http://www-chtn.ims.nci.nih.gov/)

+ Overview: Supports the collection and distribution of benign, precancerous, and cancerous human tissue specimens
for basic and developmental studies in cancer research.

¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Resource Resulting From This Initiative: Six member institutions currently coordinate the collection and
distribution of specimens that include tissues obtained at surgery and autopsy, serum, and DNA/RNA. A Breast
Tissue Progression Microarray is available in collaboration with CBCTR.

m Correlative Studies Using Specimens from Multi-Institutional Treatment Trials (PA-03-064)

+ Overview: Supports correlative studies using tumor specimens collected during multi-institutional trials.
Potential studies may address the genetic variations and molecular changes within a cell, discovery of new cancer
interventions, and promotion of translational research.

¢ Research Categories: Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

+ Relevant Projects Resulting From This PA: Between 1998 and 2003, seven projects relevant to breast cancer research
were supported. Specific projects can be found in Appendix B, Tables B2, B29, B30, B34, and B30, by searching for
the current PA number and the previously issued PA numbers (PA-98-099 and PA-01-015).

B Developmental/Pilot Projects in Cancer Complementary and Alternative Medicine (CAM) (PAR-02-040)

+ Overview: Encourages and supports the development of basic and clinical (prevention, therapeutic, and palliative)
CAM cancer research. Another goal of this initiative is to facilitate communication and collaboration between the
CAM practitioner and the conventional cancer research communities.

¢ Research Categories: Treatment; Cancer Control, Survivorship, and Outcomes.

+ Relevant Projects Resulting From This PA: Between 1998 and 2003, six projects relevant to breast cancer research
were supported. Specific projects can be found in Appendix B, Tables B33, B39, B41, B51, and B53, by searching
for the PA number.

B Director’s Challenge: Toward a Molecular Classification of Tumors (http://dc.nci.nih.gov)

+ Overview: Supports the scientific community in an effort to redefine tumor classifications using molecular rather
than morphological criteria.
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¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis.

¢ Relevant Resource Resulting From This Initiative: The Director’s Challenge program Web site provides researchers
with information, analytical tools, and microarray data sets. The Molecular Portraits of Human Breast Tumors
microarray data set is available. Between 1998 and 2003, two projects relevant to breast cancer research were
supported through RFA-CA-98-027. Specific projects can be found in Appendix B, Tables B2, B29, and B30, by
searching for the RFA number.

® Exploratory Grants for Correlative Laboratory Studies and Clinical Trials (PA-98-042)

+ Overview: Supports the development of innovative therapeutic clinical trials or new correlative laboratory studies
using patient specimens from therapeutic clinical studies.

¢ Research Categories: All.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, 12 projects relevant to breast cancer
research were supported through the current PA and the previously issued PAs (PA-96-040 and PA-94-050).¢

® Flexible System to Advance Innovative Research for Cancer Drug Discovery by Small Businesses (FLAIR)
(http://dtp.nci.nih.gov/branches/gcob/gcob_web17.html)

+ Overview: Provides a flexible system within the SBIR and STTR programs to support the extensive needs of the
complex drug and vaccine discovery and development process, from basic discovery through proof-of-principle
demonstration in clinical trials.

¢ Research Categories: Biology; Treatment.

¢ Relevant Research Projects Resulting From This Initiative: Between 1998 and 2003, 14 projects relevant to breast
cancer research were supported. Specific projects can be found in Appendix B, Table B33, by searching for the PA/
RFA numbers (PA-01-091, PAR-00-030, and RFA-CA-98-022).

B Improve DNA, RNA and Protein Availability in Fixed Tissue (PAR-00-079)

+ Overview: Supports the development of improved methods for fixing tissues and making nucleic acids and proteins
more readily accessible from archived specimens.

¢ Research Categories: Biology; Etiology; Early Detection, Diagnosis, and Prognosis.

¢ Relevant Research Project Resulting From This PA: Between 1998 and 2003, two projects relevant to breast cancer
research were supported. Specific projects can be found in Appendix B, Tables B2, B13, and B32, by searching for
the PA number.

W /n Vivo Cellular and Molecular Imaging Centers (ICMICs) (http://www3.cancer.gov/bip/ICMICs.htm)

+ Overview: Facilitate interaction among scientists from a variety of fields to conduct multidisciplinary research on
cellular and molecular imaging related to cancer.

¢ Research Categories: Biology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Resource Resulting From This Initiative: The NCI is currently supporting 7 ICMIC center grants and 12
pre-ICMIC planning grants that provide time and funds for investigators and institutions to prepare themselves,
organizationally and scientifically, to establish an ICMIC.

c. Lists of projects derived from initiatives can be found on the online Supplement to the Breast Cancer Progress Report: Initiatives Database.
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B Integrating Aging and Cancer Research (PA-02-169)

+ Overview: Supports projects that expand the knowledge base on aging and age-related aspects of cancer in older
persons. This initiative originated from a workshop entitled Exploring the Role of Cancer Centers for Integrating
Aging and Cancer Research, which was organized by the National Institute on Aging and the NCI to provide a
forum for leaders in cancer and aging research to express their views on pressing research needs.

¢ Research Categories: Biology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment; Cancer Control,
Survivorship, and Outcomes.

¢ Relevant Resources Resulting From This PA: Reports from seven working groups address topics in Patterns of Care;
Treatment Efficacy and Tolerance; Effects of Comorbidity on Cancer; Prevention, Risk Assessment, and Screening;
Psychosocial Issues and Medical Effects; Palliative Care; End-of-Life Care and Pain Relief; and the Biology of Aging
and Cancer.

B Interdisciplinary Research Teams for Molecular Target Assessment (RFA-CA-00-001)

+ Overview: Supports the development of methods to assess the effects of interventions directed at specific molecular
targets that produce or are associated with the cancer phenotype.

¢ Research Categories: Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Research Projects Resulting From This RFA: Between 1998 and 2003, two projects relevant to breast
cancer research were supported through this RFA.¢

B Minority-Based Community Clinical Oncology Program (MBCCOP)
(http://www?3.cancer.gov/prevention/ccop/mbccop.html)

+ Overview: Supports a comprehensive clinical trials mechanism for disseminating the latest cancer prevention and
treatment research findings to communities with large minority patient populations.

¢ Research Categories: Prevention; Treatment; Cancer Control, Survivorship, and Outcomes.

¢ Relevant Program Resulting From This Initiative: The MBCCOP is composed of 13 funded groups of hospitals or
private practices that participate in NCI-funded clinical trials.

B Minority Institution/Cancer Center Partnership (MI/CCP) (http://minorityopportunities.nci.nih.gov/institutions/)

+ Overview: Supports partnerships between Minority-Serving Institutions and NCI-designated Cancer Centers to
increase training and involvement of scientists at minority institutions and to develop collaborative projects that
address the disproportionate incidence and mortality rates of cancer in minority populations.

¢ Research Categories: All.

¢ Relevant Program Resulting From This Initiative: The MI/CCP emphasizes four target areas, including cancer
research, research training and career development, cancer education, and cancer outreach. The MI/CCP offers three
mechanisms of support for grantees:

Planning Grant for Minority-Institution/Cancer Center Collaborations (P20)

Cooperative Planning Grant for Comprehensive Minority Institution/Cancer Center Partnership (U56)

Comprehensive Minority Institution/Cancer Center Partnership (U54)

d. Lists of projects derived from initiatives can be found in the online Supplement to the Breast Cancer Progress Report: Initiatives Database.
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® Molecular Target Drug Discovery for Cancer (PAR-01-045; PAR-01-046)

+ Overview: Supports the identification of novel molecular targets, the validation of the target as a basis for cancer
drug discovery, or the development of assays for target function.

¢ Research Categories: Biology; Etiology; Prevention; Treatment.

¢ Relevant Research Projects Resulting From These PAs: Between 1998 and 2003, 18 projects relevant to breast cancer
research were supported. Specific projects can be found in Appendix B, Tables B2, B5, B7, B9, B15, B17, B21, B30,
B33, B36, and B29, by searching for the current PA numbers and the previously issued PA/RFA numbers (PAR-00-
060, PAR-00-061, PAR-00-062, and RFA-CA-00-002).

B Mouse Models of Human Cancers Consortium (RFA-CA-04-002)

+ Overview: Aims to derive, characterize, and validate mouse strains that model human cancers, including breast
cancer, and to make these strains available to the research community. The Consortium infrastructure includes a
Breast Cancer Models Working Group that fosters the development and use of mouse models serving as surrogate
systems to study human breast cancer. Members of the Working Group are drawn from other NCI networks and
consortia and the breast cancer research community, with participation by the Department of Defense and National
Institute of Diabetes and Digestive and Kidney Diseases. The MMHCC convenes biannual meetings on progress in
breast cancer modeling.

¢ Research Categories: Biology; Etiology; Prevention.

+ Relevant Resources Resulting From This Initiative: Through the eMice Web site, researchers have access to mouse
strains, reagents, analytical tools, protocols, gene data, drug databases, and other useful resources. There are 13
strains of mice that model breast cancer or breast cancer metastasis that can be ordered from the NCI Mouse
Repository for use in research.

B NCI Center for Bioinformatics (NCICB) (http://ncicb.nci.nih.gov)

¢ Overview: Provides bioinformatics support and integrates diverse research initiatives.
¢ Research Categories: All.

¢ Relevant Resources Resulting From This Initiative: NCICB’s caCORE information management system software
is available to researchers to facilitate their research needs. In 2003, NCICB introduced caBIG as an open-source
public bioinformatics platform.

® Nonmammalian Organisms as Models for Anticancer Drug Discovery (PAR-99-019; PAR-99-020)

+ Overview: Supports projects that identify key genes, enzymatic activities, components of signaling pathways, or
cellular processes that are altered in human cancer as potential intervention points that could be used in the design
of new cancer drugs.

¢ Research Categories: Biology; Treatment.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, two projects relevant to breast cancer
research were supported.©

W Program for the Assessment of Clinical Cancer Tests (PACCT) (http://www.cancerdiagnosis.nci.nih.gov/assessment)

+ Opverview: Supports efforts to maximize the impact of cancer treatments and ensures the translation of new
knowledge about cancer into clinical practice. A PACCT Strategy Group was convened to develop criteria for
assessing which markers are ready for further development.

e. Lists of projects derived from initiatives can be found on the online Supplement to the Breast Cancer Progress Report: Initiatives Database.
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¢ Research Categories: Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Programs Resulting From This Initiative: Several Web sites that help researchers gain access to human
specimens: NCI Specimen Resource Locator, Shared Pathology Informatics Network, Tissue Array Research
Program, and Tissue Expediter.

m Shared Pathology Informatics Network (SPIN) (http://spin.nci.nih.gov/)

+ Overview: Supports efforts to develop and use state-of-the-art informatics techniques to establish an Internet-based
virtual database that will allow investigators from multiple institutions to locate appropriate human tissue specimens
for their research.

¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

+ Relevant Program Resulting From This Initiative: Software supplied by the SPIN initiative can be run at
participating institutions and will be able to respond to researcher-initiated queries with a listing of pathology
specimens and related data that meet the query criteria.

B Shared Resources for Scientists Outside NCI Cancer Centers (PAR-99-127)

¢ Overview: Provides additional shared resource support to institutions that do not have NCI-funded Cancer Centers
or Cancer Center planning grants.

¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Programs Resulting From This PA: Between 1998 and 2003, seven projects relevant to breast cancer
research were supported. Specific projects can be found in Appendix B, Table B33, by searching for the current PA
number and the previously issued PA/RFA numbers (PAR-98-092 and RFA-CA-01-020).

B Small Animal Imaging Resource Program (SAIRP) (http://www3.cancer.gov/dip/sairp.htm)

+ Overview: Supports shared imaging resources to be used by cancer investigators and research related to small animal
imaging technology.

¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Research Programs Resulting From This Initiative: Ten participating institutions provide imaging resources
for investigators in their region of the United States.

B Small Grants Program for Cancer Epidemiology (http://epi.grants.cancer.gov/ResPort/grants.html)

+ Overview: Supports the formation of relationships between large research institutions and community-based
programs and addresses cancer burden in minority communities.

¢ Research Categories: Biology; Etiology; Early Detection, Diagnosis, and Prognosis; Treatment; Cancer Control,
Survivorship, and Outcomes.

¢ Relevant Programs Resulting From This Initiative: Between 1998 and 2003, 53 projects relevant to breast cancer
research were supported. Specific projects can be found in Appendix B, Tables B1, B7, B8, B10, and B11, by
searching for the PA numbers (PAR-03-010, PA-01-021, PAR-98-023 and PAR-95-077).

B Southern Community Cohort Study (SCCS) (http://www.southerncommunitystudy.org)

+ Overview: Supports a large population-based research study that is examining the reasons African Americans are
more likely to be affected by many cancers, including breast cancer.

¢ Research Categories: Etiology; Prevention; Cancer Control, Survivorship, and Outcomes.
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+ Relevant Details of This Study: The SCCS will recruit about 70,000 African-American and 35,000 non-African-
American residents of the southern United States who will complete an interview and provide a DNA sample.
Health outcomes in this group will be monitored for decades with the goal of identifying genetic factors that
predispose certain groups to cancer.

B Special Populations Networks (SPNs) (http://crchd.nci.nih.gov/spn/index.html)

+ Overview: Supports collaborations between large research institutions and community-based programs to find ways
of addressing important questions about the burden of cancer in minority communities.

¢ Research Categories: Prevention; Treatment; Cancer Control, Survivorship, and Outcomes.

¢ Relevant Programs Resulting From This Initiative: The current SPNs are composed of the following 18 projects in
15 states across the United States:

American Indian Initiative in Arizona

Appalachia Cancer Network (ACN)

Arkansas Special Populations Access Network (ASPAN)

Asian American Network for Cancer Awareness, Research, and Training (AANCART)
Asian Tobacco Education and Cancer Awareness Research Initiative (ATECAR)

Cancer Awareness Network for Immigrant Minority Populations (CANIMP)

Deep South Network for Cancer Control

East Harlem Partnership for Cancer Awareness

Imi Halé, the Native Hawaiian Cancer Research and Training Network

Increasing Access to Clinical and Educational Studies (ACES)
Latin American Cancer Research Coalition (LACRC)

Latino/a Research and Policy Center

Maryland Special Populations Cancer Network

National Black Leadership-Cancer Control, Research and Training Network (NBL-CCRTN)
Pacific Islander Cancer Control Network (PICCN)

Redes En Accidn

Special Populations Network for Cancer Control (SPNCC)

The Network for Cancer Control Research among American Indian and Alaska Native (AI/AN) Populations.

B Specimen Resource Locator (http://pluto3.nci.nih.gov/tissue/default.htm)

+ Opverview: Enables researchers to locate human specimens for cancer research.
¢ Research Categories: Biology; Etiology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Program Resulting From This Initiative: The Specimen Resource Locator Web site provides investigators
with information and automated tools for identifying tissue procurement systems, including those with samples
from normal and diseased breasts.
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B Technologies for Comprehensive, Sensitive, and Quantitative Protein Analysis in Human Tumors (REA-CA-01-011)

+ Overview: Supports the development of innovative technologies for the sensitive quantitation of the comprehensive
spectrum of proteins present in human tissues.

¢ Research Categories: Biology; Early Detection, Diagnosis, and Prognosis.

¢ Relevant Research Project Resulting From This RFA: Between 1998 and 2003, one project relevant to breast cancer
research was supported through this RFA:

Technology for Global and Quantitative Proteome Analysis

B Therapeutic Modulation of Angiogenesis in Disease (PAR-98-096)

+ Overview: Encourages the translation of basic knowledge of the angiogenic process into therapeutic applications.
+ Research Categories: Biology; Prevention; Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, six projects relevant to breast cancer
research were supported. Specific projects can be found in Appendix B, Tables B3, B15, and B16, by searching for
the PA number.

B Unconventional Innovations Program (UIP) (http://otir.cancer.gov/tech/uip.html)

+ Overview: Supports the development of radically new technologies in cancer care that can transform what is now
impossible into the realm of the possible for detecting, diagnosing, and intervening in cancer at its earliest stages of
development.

¢ Research Categories: Early Detection, Diagnosis, and Prognosis; Treatment.

¢ Relevant Research Projects Resulting From This Initiative: A list of UIP-funded projects is available online and
includes four projects with breast cancer relevance:

Molecular Imaging and Therapy of Solid Tumors With a Novel awvf33-specific Nuclear Nanoparticle Targeted to the

Neovasculature
Novel Technologies for Noninvasive Detection, Diagnosis, and Treatment of Cancer (a)

Novel Technologies for Noninvasive Detection, Diagnosis, and Treatment of Cancer (b)

Tissue Perfusion Imaging for Cancer Detection

Specialized Programs of Research Excellence (SPOREs)

In 1992, the NCI established the Specialized Programs of Research Excellence (SPOREs) to promote interdisciplinary research
and to speed the bidirectional exchange of information between basic and clinical scientists. The SPORE program facilitates
the translation of novel research ideas to the clinical care setting, with the goals of reducing cancer incidence and mortality,
improving survival, and improving quality of life. Laboratory and clinical scientists work collaboratively to plan, design,

and implement research programs that impact cancer prevention, detection, diagnosis, treatment, and control. In 2002 and
2003, 32 clinical trials in breast cancer research were supported through the Breast Cancer SPOREs. Table 2-2 provides more
information on the research projects, core resources, and training and other opportunities that are provided by the current
Breast Cancer SPOREs.
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Table 2-2. Breast SPOREs

Baylor College of Medicine

Projects:

B Genetic Expression Profile of Taxotere Versus AC Sensitivity

B Growth Factor and Stress Response Pathway in Endocrine Therapy Resistance

B Molecular Classification and Prognostic Profiling of Ductal Carcinoma I Situ

B Prevention of Breast Cancer Using Signal Transduction Inhibitors

B Role of High-Frequency Hypersensitive Estrogen Receptor-Alpha Mutation in Breast Cancer Metastasis
Cores: Administrative Core, Biostatistics and Data Management, Pathology Core, and Tissue Core

Additional: Developmental Research Program and Career Development Program

Dana-Farber Cancer Institute

Projects:
W Creation of Animal Models for Human Breast Cancer
B Functional Testing for BRCA1 and BRCA2
W Identification of Targets for Intervention in Breast Cancer
B Molecular Markers in DCIS
W Plasma Estrogens in Breast Cancer Risk and Prevention
B Role of G2 Checkpoint Genes in Breast Cancer Susceptibility

Cores: Biostatistics Core, Clinical Data and Data Management Core, High-Risk Patients and Their Families, and Tissue
and Pathology Core

Additional: Developmental Research Program and Career Development Program

Duke University Medical Center

Projects:
m Application of Pharmacogenomics to Treatment of Breast Cancer
B Genetic Modifiers of BRCA1 and BRCA2
B Hypoxia and Chemoresistance in Breast Cancer
®m T-Helper Responses to Her2/neu in Breast Cancer Patients
Cores: Administration, Tissue Bank, Biostatistics and Informatics, and Molecular and Cell Technology

Additional: Developmental Research Program and Career Development Program
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Georgetown University Medical Center

Projects:

B A Phase III Multicenter Randomized Trial Comparing Cyclophosphamide, Thiotepa, and Carboplatin (STAMP V)
With or Without IL-2-Activated Stem Cell Transplantation and Parenteral IL-2 for High-Risk Breast Cancer Patients

B Antimetalloprotease Therapy
B Development of Her-2/neu-Targeted Small Molecule Inhibitors as Novel Cancer Therapeutics

B Inhibition of Breast Cancer Xenograft Tumor Growth by a Naturally Existing Secreted Form of VEGI (Vascular
Endothelial Growth Inhibitor)

B Mammary Carcinogenesis, the Role of Pleiotrophin
B Resistance to Hormone and Chemotherapy in Breast Cancer
B Systemic p53 Gene Therapy Markedly Enhances the Efficacy of Conventional Cancer Therapies

Cores: Breast Cancer Cell Line Resource, Breast Cancer Tumor Bank, SPORE Clinical Research Core, The Breast Cancer
Serum Biomarker Resource, and Transgenic Shared Resource Core

Additional: Developmental Research Program and Career Development Program

Northwestern University Medical School

Projects:
B Actions of Estrogen Agonists and Antagonists by Nonclassical Transcription Pathways
B An Angiostatic Cocktail for Women With Refractory Breast Cancer: A Translational Study
B Antiestrogens and Breast Density in Premenopausal Women
B Drug Resistance to Antiestrogens
Cores: Administrative Core, Biostatistical Core, Clinical Core, and Tissue Resource Core

Additional: Developmental Research Program and Career Development Program

The Johns Hopkins University School of Medicine

Projects:
B Molecular Detection of Breast Cancer
B Molecular Epidemiology of Progression to Breast Cancer
B Molecular Markers for Breast Cancer
B Molecular Phenotypes of Breast Cancer
B Novel Polyamine Analogues for Breast Cancer Treatment
B Use of Modulators of DNA Methylation and Histone Deacetylation to Treat Breast Cancer
B Vaccines: A New Paradigm for Breast Cancer

Cores: Administration and Communication Core, Biostatistics and Bioinformatics Core, and Human Specimen Resource
and Database

Additional: Developmental Research Program and Career Development Program
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University of Alabama at Birmingham

Projects:

B Biology and Intermediate Marker Role of a Novel Breast Cancer Oncogene, GKLF
Gene Therapy Specifically Directed at Tumor Vasculature
Molecular Regulation of Breast Cancer Metastasis

Polynucleotide Vaccine Therapy of Breast Cancer

Preclinical/Clinical Development of Novel Retinoids
B Pretargeting Radioimmunotherapy of Metastatic Breast Cancer

Cores: Administrative Core, Biostatistical Core, Tissue Procurement Core, Immunopathology Core, and Clinical Trials
Core

Additional: Developmental Research Program and Career Development Program

University of California, San Francisco

Projects:
B A New Model System to Identify Markers for Risk and Targets for Chemoprevention
B Breast Cancer Therapeutic Agents That Force Telomerase Misfunction
B Identification and Targeting of Novel Breast Cancer Antigens for Antibody-Based Breast Cancer Therapy
B Molecular Determinants of Response to RTK Pathway Inhibitors
B Predictors of Recurrence in Women with DCIS
B Targeted Drug Delivery via Immunoliposome Technology
Cores: Administrative Core, Advocacy Core, Preclinical Animal Core, and Tissue-Outcomes Core

Additional: Developmental Research Program and Career Development Program

University of North Carolina at Chapel Hill

Projects:
B A Novel Chemotherapy Combination for Breast Cancer
Breast Tumor Molecular “Profiling” Using cDNA Microarrays
Carolina Breast Cancer Study: DNA Repair Genes and Breast Cancer Risk

|

|

B Carolina Breast Cancer Study: ER Alterations in Breast Cancer Development

B Correlation of Molecular Markers With Response to Neoadjuvant Chemotherapy
|

Enhancing a Breast Cancer Vaccine
B Inhibition of Chemotherapy-Induced NF B

Cores: Administrative Core, Biostatistics and Bioinformatics Core, Genomics and Microarray Core, Molecular Analysis
and High-Throughput Genotyping Core, and Tissue Procurement and Analysis Core

Additional: Developmental Research Program and Career Development Program
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Vanderbilt University

Projects:
B HER (erbB) Tyrosine Kinase Inhibitors in Treatment-Naive, Operable Breast Cancer
® Molecular Epidemiology of Proliferative Breast Disease
B Molecular Imaging of Breast Carcinoma and Therapeutic Response
B Predictive Markers of Clinical Response to Paclitaxel Therapy in Stage I11/11I Breast Cancer

Cores: Administrative Core, Antibody Production and Characterization Core, Biomedical Informatics Core, Biostatistics
Core, Proteomics and Emerging Technologies Core, and Tissue Core

Additional: Developmental Research Program and Career Development Program

Ongoing NCI Research: SPOREs

Developmental Projects in Early Detection and Drug Targeting

The SPORE Working Group on Biomarker Development recognizes the importance of pursuing research on novel biomarkers
for potential clinical applications. This group recently identified the KLF4 Biomarker Project, currently under way at the
University of Alabama (UAB), as an important area for future development. Researchers involved with this project are testing
the hypothesis that nuclear localization of the Kriippel-like transcription factor (KLF4) protein identifies an aggressive subset
of early-stage breast cancers. Previous studies have demonstrated that KLF4 is upregulated in breast cancer and squamous

cell carcinomas of the oral cavity and skin (Foster et al., 2000). In their first study of 146 patients, researchers demonstrated
that the KLF4 marker is an independent prognostic factor that is more strongly associated with an outcome than any other
biomarker assessed in parallel (p53, ER/PR, p27Kip1, EGFR, Ki67, Bcl-2, and Her2/neu) (Pandya et al., 2004). Results from
this initial study suggest that KLF4 could be used to identify approximately one-half of early-stage breast cancer patients who
will eventually die of the disease.

The SPORE Molecular Targets Working Group identified the /mmunoliposome Project at the University of California, San
Francisco (UCSF) Breast Cancer SPORE site as an important project. Scientists at this site are working on advanced drug
delivery technologies that enable highly robust and versatile encapsulation of various cytotoxic compounds into stabilized
liposomes. Novel liposome constructs containing existing chemotherapeutic drugs vinorelbine, vincristine, epirubicin, and
campothecins result in extremely stable and long-circulating nanoparticles. The antitumor activity of liposome-encapsulated
drugs can be enhanced by the addition of an immunoconjugate, which allows for antigen-specific targeting of the liposome.
The UCSF Breast Cancer SPORE project has developed immunoliposomes (ILs) directed against HER2 and has demonstrated
their effectiveness in delivering doxorubicin for enhanced in vivo antitumor activity (Park et al, 2002). HER2-targeted ILs
containing doxorubicin have been optimized for clinical development and are currently being manufactured by industry
partners for use in clinical studies.

Collaborations and Partnerships

Breast Cancer SPOREs meet annually at a SPORE Investigators Workshop to share data, assess research progress, and identify
new research opportunities. In many cases, funded SPORE institutions forge collaborations with each other and with clinical
trials groups to increase the likelihood of success for their projects. For example, the University of California, San Francisco Bay
Area Cancer Translational Research Program, the University of North Carolina at Chapel Hill Breast Cancer SPORE, and the
Georgetown University SPORE share funding to study the use of magnetic resonance imaging (MRI) as a quantitative tool to
measure response to chemotherapy in Stage III breast cancer patients and to correlate these findings with biomarker analyses
performed on tumor biopsies. The study entitled Stage 111 MRI and Correlative Science Companion Study is led by UCSF

and includes collaborations at SPORE institutions, centers that do not have Breast Cancer SPORE funding (the Memorial
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Sloan-Kettering Cancer Center, the University of Texas Southwestern Medical Center, and the University of Pennsylvania
Cancer Center), and other NCI-sponsored groups (the Cancer and Leukemia Group B [CALGB] and the American College
of Radiology Imaging Network [ACRIN]). The SPORE program supports the correlative science component of the project
while the MRI analyses and clinical trials are supported by ACRIN and CALGB, respectively. The inclusion of this many
collaborating institutions ensures the accrual of sufficient numbers of patients for solid statistical analysis of the study’s
endpoints, which include the identification of new, early predictors of response and the establishment of a direct relationship
between imaging/marker findings and survival.

In another example of a unique collaboration, the Avon Foundation (AVON) and NCI developed the AVON-NCI Progress
for Patients (PFP) Awards Program, a special private-public partnership to fund innovative research for preventing, detecting,
diagnosing, and treating breast cancer. AVON pledged $20 million to fund breast cancer research over 5 years through a
limited competition involving institutions with NCI-funded SPORE grants and Cancer Center grants. The program goal is to
increase the number of new early-phase clinical breast cancer interventions and help move promising drugs, biomarkers, and
procedures into Phase III clinical trials. By the end of 2003, eight SPORE projects in breast cancer had received supplemental
funding through the PFP Awards mechanism. The following ongoing research projects address issues relevant to breast cancer
prevention, treatment, and early detection/diagnosis/prognosis:

B Antiangiogenic Therapies for Breast Cancer

® Biological Markers in Breast Cancer Treated by Neoadjuvant Chemotherapy
® Markers of Short-Term Breast Cancer Risk in Fine-Needle Aspiration

B New Biomarkers for Aromatase Inhibitor Therapy

® Novel Approaches for Patients With Large Breast Cancers

B Response to Preoperative Therapy in Breast Cancer

B Surrogate Endpoints in Prevention Studies and Ductal Lavage

® Validation of Breast Biomarker Panel

These types of collaborations and partnerships increase the likelihood of success for SPORE researchers in their efforts to
translate basic laboratory findings into practical clinical applications for treating breast cancer.

NCI-Supported Research Referenced in Chapter 2

Foster KW, Frost AR, McKie-Bell P, Lin CY, Engler JA, Grizzle WE, Ruppert JM. Increase of GKLF messenger RNA and
protein expression during progression of breast cancer. Cancer Res. 2000 Nov 15;60(22):6488-6495.

Pandya AY, Talley LI, Frost AR, Fitzgerald T], Trivedi V, Chakravarthy M, Chhieng DC, Grizzle WE, Engler JA, Krontiras
H, Bland KI, LoBuglio AE Lobo-Ruppert SM, Ruppert JM. Nuclear localization of KLF4 is associated with an aggressive
phenotype in early-stage breast cancer. Clin Cancer Res. 2004 Apr 15;10(8):2709-2719.

Park JW, Hong K, Kirpotin DB, Colbern G, Shalaby R, Baselga J, Shao Y, Nielsen UB, Marks JD, Moore D, Papahadjopoulos
D, Benz CC. Anti-HER2 immunoliposomes: Enhanced efficacy attributable to targeted delivery. Clin Cancer Res. 2002
Apr;8(4):1172-1181.
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Chapter 3:
Breast Cancer Biology: NCI’'s Investment and
Recent Progress

Given that the two clinical challenges in breast cancer research are to prevent the onset of disease and to
effectively treat metastatic disease, the overarching basic biological questions that need to be answered
involve understanding the normal and early malignant biology of the mammary gland, and identifying
factors responsible for metastatic disease. Charting the Course: Priorities for Breast Cancer Research

Basic biology research is fundamentally important for the advancement of many areas of cancer research, as it provides the
foundation on which applied studies in early detection, diagnosis, prevention, and treatment are built. In its 1998 report, the
Breast Cancer PRG outlined three overarching themes in breast cancer biology research that required specific attention in the
coming years: the need to elucidate the normal biology of the mammary gland, the process of malignant transformation in
the breast, and mechanisms of breast cancer metastasis. Within these three priority areas, the PRG identified more than 20
subpriorities that could be used to guide the research community in its efforts to understand the basic biology of breast cancer.

In the years since the PRG report, the NCI has generated specific initiatives, Program Announcements and Requests for
Applications aimed at addressing the PRG’s priorities. Research conducted in response to these efforts, in addition to the broad
range of investigator-initiated biology research, has been fruitful, yielding results in breast cancer biology that have fueled
progress in other areas of breast cancer research. Significant progress has been made in understanding the biology of mammary
stem cells, genetic changes that occur during breast cancer development and metastasis, mechanisms by which tumor-
suppressor genes (e.g., BRCA1 and BRCA2) function, and nuclear hormone receptor function.

New mouse models of breast cancer have been generated that closely mimic the different types of breast cancer found in
humans. Models such as the BRCA1-null mouse and the Her2/zeu transgenic mouse have been useful for understanding the
biology of estrogen receptor (ER)-negative breast tumors, which are the most difficult to treat.

The information gleaned from these and other biology projects have contributed to progress in the areas of breast cancer
prevention, detection, diagnosis, and treatment. For a more comprehensive understanding of this progress, readers are urged
to see Chapters 5, 6, and 7 of this report. In addition, basic biology research both influences and is influenced by etiologic
research on genetics and biological mechanisms of cancer development and progression. Examples of progress can be found in

this chapter and Chapter 4.

100
»
Y4 S
NCI’s Investment and S g0
Response 5 60
From FY1998 to 2003, NCI’s extramural investment g 40 -
in research on breast cancer biology has increased from = 20
$43.2 million to $86 million (Figure 3-1). This increase = ! ‘ ‘ ‘ ‘ ‘
in fundlng COrrCSpOndS tO increases lnthe numbef Of 1998 1999 2000 2001 2002 2003
projects that are responsive to PRG priorities in biology. .
Table 3-1 summarizes the NCI’s responsiveness to the Fiscal Year

three Breast Cancer PRG research priorities for biology Figure 3-1. NCI's extramural investment in breast cancer

and the genetics priorities relevant to biology.! biology research: 1998-2003 (in millions of dollars)

1 A project may map to more than one PRG priority and therefore be represented in more than one figure. Projects active in 2003 are listed in Appendix B (Tables B-1 to B-
6) by the Principal Investigator’s name for each PRG priority.
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Table 3-1. NCI Efforts Responsive to PRG Priorities and Opportunities in Biology®

PRG Priority: g 120
. o = 100
What are the genetic and biological bases of &
mammary gland development throughout the life of T 80
the organism?” £ 60
o
NCI Efforts: g 40
= 20
M The original PRG indicated six subpriorities to this & 0

priority, which addressed the following topics:
1998 1999 2000 2001 2002 2003

¢ The nature of mammary gland stem cells Year

+ Principal cell types involved in mammary
development

+ Control of growth, death, and differentiation during mammary development

¢ Ciritical transcriptional regulatory mechanisms in mammary development, including steroid receptor coactivators
and corepressors

¢ Principal signaling molecules and pathways in mammary gland development
+ Principal cell cycle checkpoints and their controls in mammary development

B In FY2003, examples of active areas of investigation included vitamin D-mediated apoptosis in mammary cells,
prolactin interactions in mammary gland development and tumorigenesis, biology of mammary gland development
and tumorigenesis, and 7 vivo cell growth control mediated by C/EBP-f3 and C/EBP-delta.

B On October 2-3, 2002, NCI sponsored a conference on Laser Capture Microdissection and Macromolecular Analysis of
Normal Development and Pathology. On July 19-20, 2001, NCI sponsored the Breast Cancer Think Tank: Mammary
Gland Biology Seminar Series to discuss mammary gland biology with the NCI research community.

B NCI initiatives addressing this priority included the Cancer Genome Anatomy Project (CGAP), Complex Formation
in Hormonal Regulation of Gene Expression, Cooperative Human Tissue Network (CHTN), and Mammalian Gene
Collection.

PRG Priority:

What are the genetic and epigenetic bases of pathologic lesions that occur during the progression of breast cancer from
the earliest hyperplasias to invasive disease?” (Biology-B)

Identify somatic mutations and epigenetic alterations that are due to exogenous factors or to chance. As these are
detected, it will be important to know which ones are rate limiting. Once rate-limiting changes are identified, specific
pathways altered by these genetic events can provide clues to possible targets for: (1) identifying very small lesions

a. Some of the original PRG priorities are addressed jointly in Table 3-1 because these priorities address partially overlapping issues and they are relevant to many of
the same research projects and initiatives.

b. This priority merges the two original PRG priorities: “What are the genetic and biological bases of mammary gland development?” from the Biology section and
“Characterize genetic and expression profiles for normal breast epithelium at birth, puberty, adult, pregnancy, lactation, regression, and menopause” from the

Genetics section.

c. This priority merges the two original PRG priorities “What are the genetic and epigenetic bases of pathologic lesions that occur during the progression of breast
cancer from the earliest hyperplasias to invasive disease; can we develop appropriate diagnostic markers based on these studies?” from the Biology section and
“Characterize genetic and expression profiles of breast abnormalities at progressive stages of development from normal to invasive disease” from the Genetics section.
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*

*

*

B The original PRG indicated eight subpriorities
for the Biology-B priority, which addressed the
following topics:

(diagnosis); (2) treatment (by reversing the 2 500
altered phenotype); (3) identifying tumor cells (to _i
individualize therapy based on tumor genotype); E 400
and (4) prevention (by systemic treatment of women T 300
before critical changes occur).? (Genetics-B) € 500
g
NCI Efforts: 3 100 ————g
orts ? ~— — —
% 0 1 1

1998 1999 2000 2001 2002 2003
Year

——#— Biology-B = Genetics-B

Critical signaling pathways in tumor progression

The mechanism by which genetic and genomic
instabilities are triggered during tumor progression

Critical transcriptional regulatory mechanisms in mammary development, including steroid receptor coactivators
and corepressors

The bases of stem cell-carcinogen interactions

Epithelial and stromal cell interactions that are important in tumor cell progression
The nature of checkpoint abrogation mechanisms in tumor progression

The relative roles of estrogen receptor (ER)-a and ER-f in tumor progression

The importance of immune tolerance in tumor progression

B In FY2003, examples of active areas of investigation relevant to the following priorities included:

Biology-B: Calmodulin and ER function, role of Her4 as a differentiation factor in breast cancer, role of the tumor
suppressor LIBC in inflammatory breast cancer phenotype, the structural basis for ER- receptor activation, actin-
regulated apoptosis in mammary tumorigenesis, molecular alterations in premalignant and 77 sizu breast lesions,
TGF-f receptor and tumor progression, and identification of allele variant genes that are risk factors for human
breast cancer.

Genetics-B: Accelerated senescence in tumor cells, a novel HOX gene target in breast cancer, DNA
hypermethylation in breast cancer, gene expression signatures of early breast cancer, identification of M5CpG
alterations in breast carcinomas, and identification of chromosomal aberrations in human epithelial cancers and
hematological malignancies and their respective murine model systems (comparative cancer cytogenetics).

B On October 17-21, 2001, NCI and the American Association for Cancer Research sponsored a special conference,
Cancer and Chromosomal Organization and Epigenetics of Cancer. On July 19-20, 1999, NCI sponsored the workshop

DES Research Update 1999: Current Knowledge, Future Directions to address the status of biological, epidemiological,

clinical, and education/outreach research on diethylstilbestrol (DES).

NCI initiatives addressing this priority included Applications of Innovative Technologies for the Molecular Analysis of
Cancer, Cancer Molecular Analysis Project (CMAP), Cooperative Human Tissue Network (CHTN), Cooperative Breast
Cancer Tissue Resource (CBCTR), Director’s Challenge: Toward a Molecular Classification of Tumors, and Mouse
Models of Human Cancers Consortium.

d. This priority was part of the Genetics section in the original Breast Cancer PRG report.
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PRG Priority: o 120
3]
What are the molecular, genetic, and cellular 2 100
. . o
bases of the biological processes involved 3 30
in metastasis? Can we develop appropriate b
diagnostic markers based on these studies? £ 60
& 40
NCI Efforts: =
iy o . 2 20
B The original PRG indicated nine o
subpriorities to this priority, which Z 0 ‘ ‘ ‘
addressed the following topics: 1998 1999 2000 2001 2002 2003

. . Year
¢ Cell survival pathways operant in

metastasis
¢ Regulation of tumor angiogenesis
+ Interaction of metastatic cells with bone
+ Control of proteolysis in metastasis
+ Tumor cell motility mechanisms operant in metastasis
+ Importance of epithelial-stromal interactions in metastasis
+ Important signaling pathways in metastasis

¢ Cell-cycle checkpoint abrogation mechanisms operant in metastatic cancers that render them more refractory to
systemic treatment

+ Aspects of tumor cell physiology of established and metastatic cancers that render them more refractory to systemic
treatments

B In FY2003, examples of active areas of investigation included antiestrogenic effects on tumor angiogenesis, a novel
function for vascular epithelial growth factor (VEGF) in breast carcinoma survival, biology of VEGFs in the mammary
gland, molecular mechanism of tumor-osteoclast interactions, imaging lymphatic clearance in tumor metastasis, effect
of obesity on mammary tumorigenesis and metastasis, molecular analysis of breast cancer metastasis to the brain, and
molecular biology of the metastatic phenotype.

B On April 25-27, 2002, NCI sponsored the 3rd North American Symposium on Skeletal Complications of Malignancy.

B NCI initiatives addressing this priority included The Director’s Challenge: Toward a Molecular Classification of
Tumors, Molecular and Cellular Biology of Metastatic Tumor Cells, Mouse Models of Human Cancers Consortium,
and Technologies for Comprehensive, 100

Sensitive, and Quantitative Protein Analysis in 4
Human Tumors. _% 80
a
PRG Priority: g 60
=
Identify and clone the remaining major 9 40 .___./.*.\-—
predisposing genes.® =
o 20
o
z 0 1 1 1 1
o . o iy 1998 1999 2000 2001 2002 2003
e. This priority was part of the Genetics section in the original
Breast Cancer PRG report. Year
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NCI Efforts:

B In FY2003, examples of active areas of investigation included functional analysis of BRCAL1, Protein Kinase C as a
marker in tamoxifen-resistant breast cancer, the genetics and epigenetics of cancer, identification of allele variant genes
that are risk factors for human breast cancer, and the interaction of genes with risk behaviors such as smoking in breast

cancer etiology.

B NCI initiatives addressing this priority included the Cancer Genome Anatomy Project (CGAP), Mammalian Gene
Collection, and Specimen Resource Locator.

PRG Priority: o 100
©
Use experimental model systems to determine = 80 —
the effects of mutant genes on the mammary 5 /./._./
gland, ovary, and endometrium.” = 60
5 40
NCI Efforts: e g
=
B In FY2003, examples of active areas @ 20
of investigation included use of an = 0 ‘ ‘ ‘
ER—negatiVC transg.enic rat mammary 1998 1999 2000 2001 2002 2003
model overexpressing zeu to study Year

chemoprevention; transgenic models

for prostate and breast cancer; functional analysis of breast cancer susceptibility genes in mice; identification of
chromosomal aberrations in human epithelial cancers, hematological malignancies, and their respective murine model
systems; and genetic modifiers of initiation and progression of mammary cancer.

B NCl initiatives addressing this priority included the Molecular and Cellular Biology of Metastatic Tumor Cells, Mouse
Models of Human Cancers Consortium, and Stages of Breast Development: Normal to Metastatic Disease.

Additional Breast Cancer Biology Projects: o 100
3]
NCI Efforts: 5 80
B In FY2003, examples of active areas of % 60
investigation included the role of the 5
prohibitin protein in mediating breast cancer = 40
suppression; the Cooperative Breast Cancer @ 20
Tissue Resource; function of steroid receptors o
in subcellular compartments; 77 vivo imaging Z 0 ‘ ‘ ‘ ‘
analysis of steroid/nuclear receptor function, 1998 1999 2000 2001 2002 2003
tumor oxygenation, vascularization, and radio Year

response; regulation of the sodium/iodide
symporter in the breast; and structure of
mammary tumor MAT8 and the FXYD proteins.

f. This priority was part of the Genetics section in the original Breast Cancer PRG report and modified from the original “Carry out experimental human genetics
in mice, by generating mice with both wild-type and mutant human genes. Determine the effects of these genes on mammary gland, ovary, and endometrium
(recognizing mouse-human differences). Determine the effects of mutations against different genetic backgrounds, with the goal of identifying genetic modifiers

of mutant alleles.”
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The NCI has responded to the PRG priorities and recommendations in breast cancer biology by expanding its investment in

initiatives relevant to this specific research category. Initiatives that directly impacted breast cancer biology research during the
years 1998 to 2003 are described in Table 3-2. In addition to these category-specific initiatives, some initiatives are relevant

to many aspects of breast cancer research, including biology. The following list of broadly applicable initiatives is described in
detail in Table 2-1:

B Aging Women and Breast Cancer

Applications of Innovative Technologies for the Molecular Analysis of Cancer

Bioengineering Research Partnerships

Breast Cancer Faculty

Cancer Biomedical Informatics Grid (caBIG)

Cancer Centers Program

Cancer Genome Anatomy Project (CGAP)

Cancer Imaging Program (CIP)
Cancer Molecular Analysis Project (CMAP)

Cancer Research Small Grant Program

Cancer Research Training, Career Development, and Education Opportunities

Competing Supplements for Organotypic Models of Cancer

Cooperative Breast Cancer Tissue Resource (CBCTR)
Cooperative Human Tissue Network (CHTN)

Director’s Challenge: Toward a Molecular Classification of Tumors

Exploratory Grants for Correlative Laboratory Studies and Clinical Trials

Elexible System to Advance Innovative Research for Cancer Drug Discovery by Small Businesses (FLAIR)
Improving DNA, RNA, and Protein Availability in Fixed Tissue

Insight Awards to Stamp Out Breast Cancer

Integrating Aging and Cancer Research

In Vivo Cellular and Molecular Imaging Centers (ICMICs)

Minority Institution/Cancer Center Partnership (MI/CCP)

Molecular Target Drug Discovery for Cancer

Mouse Models of Human Cancers Consortium

NCI Center for Bioinformatics

Nonmammalian Organisms as Models for Anticancer Drug Discovery

Shared Pathology Informatics Network (SPIN)

Shared Resources for Scientists Outside NCI Cancer Centers

Small Animal Imaging Resource Program (SAIRP)

Small Grants Program for Cancer Epidemiology
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B Specialized Programs of Research Excellence (SPOREs) in Breast Cancer

B Specimen Resource Locator

B Technologies for Comprehensive, Sensitive, and Quantitative Protein Analysis in Human Tumors

B Therapeutic Modulation of Angiogenesis in Disease

Table 3-2. NCI Initiatives Relevant to Breast Cancer Research: Biology?

Initiatives Focused on Breast Cancer Research
B Stages of Breast Development: Normal to Metastatic Disease (PA-99-162)

+ Overview: Supports the study of the molecular, cellular, endocrine, and other physiological influences on the
development and maturation of the normal mammary gland and alterations involved in early malignant and
metastatic breast cancer.

+ Relevant Projects Resulting From This PA: Between 1998 and 2003, 25 projects relevant to breast cancer research
were supported through this PA. Specific projects can be found in Appendix B, Tables B1-B5, B7, B9, B11, B14,
B19, B30, and B33, by searching for the PA number.

Initiatives With Breast Cancer-Relevant Components
B Bioengineering Nanotechnology Initiative (PA-02-125)

+ Overview: Supports projects on nanotechnology that are potentially useful to biomedicine.

+ Relevant Projects Resulting From This PA: Pending—this PA will remain open until June 3, 2005.
B Complex Formation in Hormonal Regulation of Gene Expression (PA-02-100)

+ Overview: Supports research addressing the role of nuclear hormone receptor complex formation in hormonal
regulation of gene expression.

¢ Relevant Projects Resulting From This PA: Pending—this PA will remain open until May 1, 2005.
B Mammalian Gene Collection (MGC) (http:/mgc.nci.nih.gov/Info/Summary)

¢ Overview: A trans-NIH initiative that provides full-length open-reading-frame (FL-ORF) clones for human, mouse,
and rat genes.

¢ Relevant Results From This Initiative: The MGC has sequenced and verified the complete FL-ORFs for a
nonredundant set of 11,666 human genes, 18 of which are breast cancer-specific.

B Molecular and Cellular Biology of Metastatic Tumor Cells (PA-01-020)

+ Objective: Supports the study of molecular and cellular biology of metastatic tumor cells through collaborations that
facilitate scientific interchange between investigators with experience in the biology of metastasis and others with
more basic scientific disciplines such as molecular biology, cellular biology, andbiochemistry.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, 15 projects relevant to breast cancer
research were supported through this PA. Specific projects can be found in Appendix B, Tables B24 and B32, by
searching for the current PA number and the previously issued PA numbers (PA-98-029 and PA-93-016).

a. Lists of the projects derived from each initiative can be located in the online Supplement to the Breast Cancer Progress Report: Initiative Database.
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B Molecular Interactions Between Tumor Cells and Bone (RFA-CA-03-013)

+ Overview: Supports studies that delineate the role of bone microenvironment on tumor cell survival and
colonization. Collaborative interactions among bone biologists, clinical oncologists, and cancer biologists are
highly encouraged. These studies contribute toward a better understanding of the molecular events that account for
homing of tumor cells to the bone and lead to the generation of novel therapeutic reagents.

¢ Relevant Projects Resulting From This RFA: Between 1998 and 2003, three projects relevant to breast cancer
research were supported through this RFA. Specific projects can be found in Appendix B, Tables B3 and B33, by
searching for the current RFA number.

® Structural Biology of Membrane Proteins (PA-02-108 , PA-02-060)

¢ Overview: Supports research leading to the solution of membrane protein structures at atomic resolution, with
specific emphasis on membrane proteins and complexes associated with the biology, diagnosis, and treatment of
cancer.

¢ Relevant Projects Resulting From These PAs: Between 1998 and 2003, one project relevant to breast cancer research
was supported through the previously issued PA (PA-99-004): Structure of Mammary Tumor MATS8 and the FXYD
Proteins.

Ongoing NCI Research: Recent Progress in Breast Cancer
Biology

Mammary Gland Development and Breast Cancer Susceptibility

NClI-supported studies on the basic biology of breast cancer have led to considerable progress toward defining and
characterizing the cells and genes that contribute to breast cancer susceptibility, initiation, and establishment. One especially
active area focuses on the question of whether breast cancer heterogeneity results from different cells of origin undergoing
discrete and different initiating events, alternate pathways of carcinogenesis from a single kind of cancer progenitor, or

a combination—i.e., a limited set of progenitors and several common pathways acting in concert—that results in the
heterogeneous tumor types that are observed. The answers from studies in a variety of in vitro and in vivo human and rodent
model systems indicate that breast cancer heterogeneity is due to this last mechanism.

Studies of the hematopoietic system and its malignancies clearly demonstrate that there are stem and progenitor cell
populations with differing properties that are targets for oncogenesis. Stem cells in adult tissues are able to divide to renew
themselves as well as to differentiate into the cell lineages that are needed for normal function of a particular tissue or organ
(Weissman et al., 2001). Mammary gland epithelial stem cells possess a high capacity to reproduce themselves, as well as the
developmental ability to produce lineage-committed ductal and alveolar cells in the breast, and recent work established that an
entire functional mammary gland can be generated from these stem cells (Kordon and Smith, 1998). Mammary stem cells are
thought to be essential for the normal growth and differentiation of the mammary gland during puberty, pregnancy, lactation,
and involution. Unlike other adult tissues and organs, which have an established morphology, mammary gland architecture
undergoes substantial change during these processes.

During the involution process that follows weaning and cessation of lactation, the majority of mammary alveolar cells undergo
apoptosis, with the exception of a unique population of epithelial stem cells that appears to undergo expansion at this time.
This expanding population of cells increases in size with each subsequent pregnancy. This distinctive population is not present
in the nulliparous mammary gland; thus, these cells are hypothesized to contribute to the tumorigenesis resistance mechanism
displayed by multiparous women (Wagner et al., 2002). There are several experimental rodent models that point to the p53
tumor suppressor as a key player in the process of hormone-induced protection (Medina and Kittrell, 2003; Medina, 2004).
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Although the concept of breast cancer stem cells is not new, only recently have researchers identified putative stem cells in the
mammary gland and demonstrated their role in the development of breast cancer. In a landmark experiment, these rare breast
cancer-initiating cells were identified in a population of human mammary tumor cells injected into immunocompromised mice
(Al-Hajj et al., 2003). These transformed stem cells are able to give rise to heterogeneous mammary tumors and likely represent
the only known population of tumor cells with the capability of initiating tumor growth. These findings have important
therapeutic ramifications and shed light on the mechanism by which the induction of premature stem cell senescence reduces
the risk of mammary cancer (Boulanger and Smith, 2001).

One particularly important issue for choice of therapy and long-term prognosis is the stem/progenitor cell origin of the
breast tumors that are ERai-negative versus ERa-positive; the former are more aggressive, less responsive to therapy, and far
more likely to recur. One hypothesis is that the mammary gland self-renewing stem cell is ERa-negative, and in response

to differentiation conditions, ERa-positive progenitors arise that continue to self-replicate or differentiate. The ERa-
negative stem cell can also give rise via the same or different mutations to ERa-negative cancer stem cell populations with
different properties. Subsequent stochastic changes give rise to a number of subsets of breast cancer with differing degrees of
aggressiveness and clinical course (Dontu et al., 2004). These hypotheses will require further testing,.

The capacity now exists to test these stem/progenitor questions with a variety of model systems. NCI-funded investigators
identified a mammary epithelial cell population with several stem/progenitor cell qualities, including expression of stem cell
antigen-1 (Sca-1). These markers are useful for both the isolation of functional mammary epithelial stem/progenitor cells

and the analysis of tumor etiology and phenotype in genetically engineered mouse models (Welm et al., 2002). Transgenic
expression of the Wnt-1 proto-oncogene in the mouse mammary gland causes expansion of epithelial cells that express
progenitor cell markers keratin 6 and Sca-1. The resulting tumors express these markers and contain at least two populations
of tumor cells—epithelial cells and myoepithelial cells—which implies that they arose by differentiation from an oncogenic
progenitor cell. These results suggest that mammary stem and/or progenitor cells may be targets for oncogenesis by Wnt-

1. Mammary tumors arising in transgenic mice that express f-catenin and c-Myc, which both encode proteins in the same
pathway as Wnt-1, also have a significant proportion of myoepithelial cells and cells expressing keratin 6; however, mammary
tumors from transgenic mice that express zew, H-Ras, or polyoma middle T-antigen contain very few myoepithelial cells or cells
expressing markers of progenitor cells. These data suggest that the heterogeneity of tumors in mouse breast cancer models may
partially reflect the selection or expansion of different progenitors (Li, Welm, et al., 2003).

Another model that mimics the natural history of a subset of human breast cancer is a p53-null mouse that is made in

a particular strain background (BALBc). The p53-null normal mammary epithelium is as dependent on estrogen and
progesterone for growth as p53+ epithelium. However, estrogen and progesterone, singly or together, strongly stimulate
mammary gland tumorigenesis only in the p53-null mouse (Medina et al., 2003). The hormonally transformed ERa-positive
cells are serially transplanted into cleared fat pads of p53+ mice. The tumors that grow out are often ERa-negative, and

serial transplantation of cells from these tumors in ovariectomized p53+ mice leads to the development of aggressive tumors,
demonstrating that ovarian hormones are no longer required for tumorigenesis. This model should prove valuable for testing
chemopreventive agents against either ERa-negative or ERa-positive tumors. This transplantation model is complemented by
a p53-mutant transgenic mouse model (Lin et al., 2004) in which the activity of p53 is lost specifically in the mammary gland.
The natural history of mammary cancer in this line simulates the transition from ERa-positive to ERa-negative, and both
liver and lung metastases are observed. In addition, genetic alterations that accompany human breast cancer progression, such
as amplification of c-Myc and activation of Her2/neu/erbB2, are also reproduced in this model. Effective models of human
breast cancer that address defective BRCA1 or BRCA2 can be found in rodents other than mice. Using a very clever technique
to screen through the many progeny resulting from germline mutagenesis, a group of investigators was able to identify rat
strains that have mutations specifically in these two susceptibility genes (Zan et al., 2003). The rats are being followed for the
development of mammary cancer and possible ovarian epithelial cancer.

Due to the multigenic nature of breast cancer, finding all of the genes involved using human population studies is a daunting
task. Particularly challenging is the fact that while most susceptibility genes are common, each one has a low penetrance in the
general population, which means that many genes probably contribute to susceptibility or resistance. The use of comparative
genomics in model systems is increasingly valuable for finding these cooperating alleles. Two studies have used congenic rats to
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refine the location of two of the eight susceptibility regions previously identified (Samuelson et al., 2003; Haag et al., 2003).
Further refinement is under way to enable isolation of the relevant genes and evaluation of their role in human breast cancer
susceptibility. Another research group used a clever strategy that combines the facile genetics of inbred mice and the growing
collection of human and mouse SNPs. They substantially narrowed the location of a common susceptibility locus in mice

and then searched through SNPs in the human genes in the corresponding human chromosome location to verify the STK15
gene, which encodes the Aurora kinase, as a low-penetrance susceptibility gene in breast cancer. Subsequent studies have shown
that this same allelic variant has a role in other common human epithelial cancers (Ewart-Toland et al., 2003). The Aurora
kinases normally function to maintain chromosome integrity; if they are overexpressed, they acquire oncogenic properties,
causing centrosome amplification, transformation, and aneuploidy. A recent study showed that overexpression of Aurora A
kinase is a very early event in rat mammary carcinogenesis (Goepfert et al., 2002); the consistency of the observation regarding
centrosome irregularities in a number of human cancers has prompted the development of an Aurora kinase inhibitor that is
now in clinical trials.

A number of publications describe innovative new multicell systems to study the interactions of human breast cancer
epithelial cells with other cells in the tissue environment. In one case, hydrated collagen gel was used to support studies of

the interactions between myoepithelial cells and luminal epithelial cells, and between tumor cells and peritumoral fibroblasts.
From these studies, the researchers concluded that myoepithelial cells figure prominently in the maintenance of the correct
polarity of the luminal epithelial cells and that direct contact between breast tumor cells and the surrounding fibroblasts causes
induction of metalloproteinases and other novel genes (Gudjonsson et al., 2004). Another type of three-dimensional human
cell culture system was used to explore the role of a major signal pathway involving PI3-kinase in polarity and proliferation of
breast epithelial cells and their malignant counterparts. The study revealed that there are key events in this pathway that have

distinct roles for maintaining tissue polarity and that disruption of these events is key to the emergence of malignancy (Liu et
al., 2004).

Genetic and Epigenetic Changes in Breast Cancer Development

Breast cancer resembles most other types of cancer in that multiple genetic or epigenetic events must occur in the
target cell before it becomes fully malignant. Elucidation of the factors that contribute to mammary tumorigenesis
is the common goal of many NCl-supported researchers.

The BRCA1 tumor-suppressor gene is involved in the cellular response to DNA damage and plays a key role in maintaining
genome integrity. Half of all inherited forms of breast cancer contain germline mutations in the BRCA1 gene that ablate its
function, and an inherited mutation of BRCA1 confers an 85%-90% certainty of female breast cancer by age 70 (Easton et al.,
1995). In addition, a significant proportion of high-grade sporadic breast cancers display reduced levels of BRCA1 mRNA

and protein, due in part to promoter hypermethylation, a gene-silencing mechanism that is common in human neoplasia
(Wilson et al., 1999; Esteller et al., 2000). Researchers studying the structure and function of the BRCAL1 protein have recently
identified BRCA1-interacting proteins such as BACH1, BARD1, and RADS51 that implicate the tumor-suppressor protein in a
variety of cellular activities, including double-strand DNA break repair and transcription of growth inhibitory genes (Cantor et
al., 2001; Chen et al., 1998; Boulton et al., 2004).

Amplification or overexpression of the Her2/neu receptor tyrosine kinase occurs in about 30% of human breast and ovarian
cancers and is associated with a more aggressive course of disease for reasons that may be related to increased proliferation,
vessel formation, and/or invasiveness. A breakthrough for the treatment of Her2/neu-overexpressing tumors occurred in 1998
with the approval of a new monoclonal antibody-based drug called Herceptin® (trastuzumab). Addition of trastuzumab to the
standard chemotherapy regimen yielded higher response rates, longer time to disease progression, and a 20% reduction in the
risk of death in women with metastatic breast cancer (Slamon et al., 2001). A recent study demonstrated that younger women
with Her2/neu-overexpressing breast cancer had an increased risk of developing a secondary tumor in their contralateral breast
compared to women whose primary tumors did not overexpress Her2/neu (Li, Malone, et al., 2003). Interestingly, these Her2/
neu-overexpressing cancer cells are more prone to the tumor-promoting effects of ethanol, which was found to increase tumor
invasiveness through activation of Her2/neu and its downstream signaling components JNK and p38 MAPK (Ma et al., 2003).
In laboratory studies, ERa-positive breast cancers that overexpress Her2/neu appear to be less responsive to tamoxifen than are
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breast cancers with low Her2/neu expression. The mechanism behind that observation is in part due to the expression levels
of an ERal coactivator, AIB1. If patients’ tumors have high levels of both AIB1 and Her2/neu expression, their outcome with
tamoxifen therapy is very much worse than for either alone (Osborne et al., 2003).

The role of Her2/neu in human cancer and the use of Herceptin® prompted the development of a mouse mammary cancer
model based on conditional expression of the zex oncogene (Moody et al., 2002). When the oncogene is switched on, the mice
rapidly develop multiple invasive tumors that readily metastasize to the lungs. When the gene is switched off, which simulates
treatment with Herceptin®, the tumors regress both at the primary sites and in the lung. However, the lung metastases
eventually recur, and the tumors are no longer dependent on the initiating event: overexpression of zex. This is also the
experience with patients who are treated with Herceptin®, who initially respond and have improved survival but whose cancer
eventually recurs. This model affords the opportunity to study the mechanism of resistance to Herceptin® and to develop more
effective therapies for these very aggressive human tumors.

Widespread genetic change is a hallmark of human cancers, and breast cancer is no exception. The application of analysis
tools that permit interrogation of gene expression and genome abnormalities is transforming the rate of discovery of genetic
alterations. One such tool is chromosomal comparative genomic hybridization (CGH); using this technique, researchers
evaluated a set of human breast tumors and found two loci at which abnormalities of the number of copies of genes correlated
with poor survival outcome. They were also able to find a relationship between two other loci and the mutational status of
253 (Jain et al., 2001). Such analyses contribute to gene discovery and the development of prognostic markers. Deletions and
amplifications are frequently observed with CGH; amplicons can be sequenced not only to locate genes, but also to study

the mechanisms of amplification and their role in cancer progression. One such amplicon at 20q13.2 was comprehensively

analyzed by a variety of techniques and found to contain two genes that appear to drive the development of breast tumors
(Collins et al., 2001).

Metastasis and Progression

Complications arising from distant metastases are the eventual cause of death in most breast cancer patients whose tumors have
spread from their original locations. At diagnosis, approximately 50% of patients with invasive breast cancer have evidence of
axillary lymph node involvement, and the presence of cancer at this site is a powerful prognostic indicator for early recurrence
and decreased survival (Fisher et al., 1978; Carter et al., 1989). Depending on the estrogen receptor status of the original
tumor, further metastases tend to appear in either the bone and reproductive tract (for ER-positive tumors), or viscera (for
ER-negative tumors) (Koenders et al., 1991). Bone metastases occur frequently in breast cancer patients, are quite painful,

and are usually fatal. The formation of osteolytic lesions is the result of cooperating events between infiltrating tumor cells and
resident osteoclasts in the bone. The release of parathyroid hormone-related protein (PTHrP) from tumor cells stimulates the
resorption of bone through direct or indirect activation of osteoclasts. Increased osteolysis leads to the release of the growth
factor TGF-f near the tumor site, which in turn stimulates further production of PTHrP by the tumor cells. A vicious cycle is
thereby propagated in the skeleton, leading to further bone degradation, hypercalcemia, and, eventually, death. NCI-supported
research has demonstrated that the downstream effects of TGF-f3 are mediated by the intracellular signaling molecules p38
MAPK and Smads (Kakonen et al., 2002), and treatment of breast cancer cell lines with a p38 inhibitor was found to prevent
TGE-B-induced PTHrP production. Researchers have also demonstrated that lifetime exposure to a soluble TGF-f antagonist
protects mice from metastases in a mouse model of metastatic breast cancer (Yang et al., 2002). These findings have important
implications for the treatment and prevention of human breast cancer metastases.

Model systems are beginning to reveal some features of the metastatic cascade and the involvement of signal pathways in
promoting metastasis. One recent study investigated the role of TGF-f signaling in the progression of metastatic events from
invasion of the primary tumor to the establishment of metastatic foci. The investigators did this by engineering a mouse cancer
model that can initiate mammary tumors with zex and also express either an activated TGF- type I receptor or a dominant-
negative TGF-f type II receptor (Siegel et al., 2003). The activated type I receptor increased tumor latency and enhanced the
formation of the lung metastases, while expression of the type II receptor had the opposite effect. Taken together, the results
point to a role for TGF-f in the successful extravasation of the breast cancer cells from pulmonary vessels. Another mammary
cancer model was used to study the effect of dietary antioxidants on mammary tumor growth and metastasis. These researchers
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found that mice fed an antioxidant-depleted diet had more small primary tumors, fewer large primary tumors, and fewer lung
metastases compared with mice fed a diet with normal levels of vitamins A and E. This study may aid in understanding why

human intervention trials using antioxidant supplements have produced mixed, and sometimes surprising, results (Albright et
al., 2004).

Continuing Needs and Evolution

In their 1998 report, PRG members indicated that more research was needed in the area of normal mammary development,
particularly with regard to understanding the principal cell types involved in mammary development and their mechanisms
of action. Although the number of projects in NCI’s Breast Cancer Research Portfolio addressing mammary gland biology

has doubled since the release of the 1998 report, there remains a need for more research in this area. This deficiency

could be corrected by increasing the funding for new investigators in this field, facilitating the interface between academic
investigators and biotech/pharmaceutical companies, facilitating the collection of human breast tissue samples from a variety
of developmental stages, and supporting the development and maintenance of new transgenic or knockout mouse models that
mimic normal human mammary development.

Progress in breast cancer research would also be accelerated by the integration of biological information across various

model systems. Data gleaned from experiments in cell lines, ex vivo models, and in vivo models could be incorporated into

an integrated cancer biology network that uses dynamic computer-based mathematical models, supported by advanced
informatics systems, to model the development of cancer. These models could recapitulate the interactive, dynamic, and spatial
relationships between molecules in a cell, between cells, between cells and their microenvironment, and between the organism
and the macroenvironment during cancer initiation and progression.
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Chapter 4:
Etiology of Breast Cancer: NCI’s Investment
and Recent Progress

Research into both the most relevant environmental factors underlying breast cancer and the potential
inherited susceptibility factors offers a new opportunity for understanding breast cancer risk. Charting
the Course: Priorities for Breast Cancer Research

Recent research has identified genetic mutations, lifestyle factors, environmental and occupational exposures, and personal
susceptibility factors that appear to be associated with the development of breast cancer. To learn more about the role of genes
and gene-environment interactions in the etiology of cancer, NCI is sponsoring the Consortium of Cohorts, which recently
began pooling data and biospecimens from ten large cohorts (including the Nurses’ Health Study and the Women’s Health
Study). The Breast and Ovarian Cancer Family Registries collect information and laboratory specimens from 9,000 families
with a history of breast and/or ovarian cancer to support research on genetic and environmental susceptibility for these
cancers. NClI is also sponsoring the Long Island Breast Cancer Study Project, a multistudy effort to investigate the role of
environmental factors in breast cancer in two New York counties.

In its 1998 report, the Breast Cancer PRG identified six priority questions and opportunities that deal with important topics
in breast cancer etiology research. These priorities address the need to: identify intermediate markers to help advance our
understanding of breast carcinogenesis, ascertain gene-environment interactions, determine which factors influence disease
progression, find approaches to expand our knowledge of breast cancer etiology, consider etiologically distinct components of
breast cancer, and determine the role of dietary factors in breast carcinogenesis.

The NCI has been responsive to the PRG priorities related to breast cancer etiology. Research has recently assessed the breast
cancer risk of women with mutations in the breast and ovarian cancer susceptibility genes BRCA1 and BRCA2 who are not
from multiple-case families. Other genetic mutations have been identified that may also increase a woman’s susceptibility

to breast cancer. In addition, researchers have determined that several environmental toxins and lifestyle factors (including
hormone replacement therapy use, exercise, and working at night) appear to be associated with breast cancer risk.

r 120
NCI’s Investment and g
Response 8 80

Y

From fiscal year 1998 to 2003, NCI’s extramural 3 60
investment in breast cancer etiology research increased S 40 -
from $75.3 million to $107.2 million (Figure 4-1). This = 20
increase corresponds to increases in the number of projects = ol ‘ ‘ ‘ ‘ ‘
that are responsive to the six Breast Cancer PRG research 1998 1999 2000 2001 2002 2003
priorities for etiology. Fiscal Year
NCT’s response to the six Breast Cancer PRG priority Figure 4-1. NCI's extramural investment in
research questions for etiology is summarized in Table 4-1.! breast cancer etiology research: 1998-2003

(in millions of dollars)

1 A given project may map to more than one PRG priority and therefore be represented in more than one figure. Projects active in 2003 are listed in Appendix B (Tables B-7
to B-13) by Principal Investigator’s name for each PRG priority.
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Table 4-1. NCI Efforts Responsive to PRG Priorities and Opportunities in Etiology?

PRG Priority: 8 120
, . 5 100
What types of intermediate markers would E
be useful to advance our understanding of < 801
mechanisms involved in breast carcinogenesis? § 60 o
2 40
o
NCI Efforts: >
@ 20
B In FY003, examples of active areas of S 0
investigation included genes as potential 1998 1999 2000 2001 2002 2003
markers of accelerated cellular senescence, Year

secreted proteins as breast cancer
prevention markers, the signaling pathways by which heregulin regulates the expression and activation of the urokinase
plasminogen activator (uPA)/uPA receptor system, and the relationships between breast cancer incidence and plasma

levels of premenopausal hormones.

B NCI initiatives addressing this priority included the Cancer Genome Anatomy Project (CGAP), Cancer Molecular
Analysis Project (CMAP), Cancer Research Small Grant Program, Cooperative Human Tissue Network (CHTN), and
Director’s Challenge: Toward a Molecular Classification of Cancer.

PRG Priority: 150

125
100 ﬁd/i.
75
o q/l'

25

O 1 1 1 1
1998 1999 2000 2001 2002 2003

Year

What are the best approaches to understanding gene-
environment interactions?”

NCI Efforts:

B In fiscal year 2003, examples of active areas of
investigation included inter-individual variations
in cancer risk defined by allele variant genes and
environmental and endogenous risk factors; models of
cancer that take into account genetic predisposition
(BRCA 1/2 status), reproductive history, and
exposure to hormones; the interaction between tobacco smoke and NAT2 or COMT genetic polymorphisms; genetic
polymorphisms in the genes related to tamoxifen and estrogen bioavailability; and the effect of the timing of dietary
factors on mammary tumorigenesis and the mechanisms mediating these associations.

NCI-Supported Projects

B Examples of clinical trials addressing these priorities included the following:

+ Comparative Genetic Study of Susceptibility Genotypes and Protein Expression in Healthy Women, Women at
High Risk for Breast Cancer, and Women With Breast Cancer (NCI-00-C-0079)

+ Study of Clinical, Genetic, Behavioral, Laboratory, and Epidemiologic Characteristics of Individuals and Families at
High Risk of Breast or Ovarian Cancer (NCI-02-C-0212)

a. Some of the original PRG priorities are addressed jointly in Table 4-1 because these priorities address partially overlapping issues and they are relevant to many

of the same research projects and initiatives.

b. This priority merges the two original PRG priorities: “What are the best approaches to understanding gene-environment interactions?” from the Etiology
section and “Do any life experiences, behaviors, or environmental exposures influence breast cancer risk among women with inherited mutations in major
predisposing genes?” from the Genetics section in the original Breast Cancer PRG report.
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m NCI initiatives addressing this priority included Breast and Ovarian Cancer Family Registries (CFRs) and Cancer
Genetics Network (CGN).

150
125 ‘_./I\.
100

75 7l/
50

25
0

PRG Priority:

What factors influence disease progression?

NCI Efforts:

B In FY2003, examples of active areas of
investigation included the association between
recurrence of breast carcinoma 77 situ and
modifiable lifestyle factors, post-treatment
behavioral risk factors for recurrence of secondary
breast tumors or new primaries, regulation of
breast cancer growth by activation peptide, and the role of EGF-related peptides in the pathogenesis of breast and

NCI-Supported Projects

1998 1999 2000 2001 2002 2003
Year

colon cancer.

m NClI initiatives addressing this priority included the Breast Cancer Faculty, the Cancer Genome Anatomy Project, and
Small Grants Program for Cancer Epidemiology.

PRG Priority: £ 200
@
What might be a useful approach to expanding our '@ 160 /./._.7
knowledge regarding breast cancer etiology? =
8¢ I8 & gy E 120 7.\.7
NCI Efforts: g8 =80
oy
B In FY2003, examples of active areas of gz 40
investigation included reasons for ethnic g 0

variations in cancer incidence; population-based
case-control studies to investigate the relationship
between postmenopausal hormone therapy

and breast cancer mortality and between lifestyle factors and breast cancer incidence; a training program in cancer
epidemiology, biostatistics, and environmental health sciences; the use of telomerase in new model systems of human
cancer; and understanding puberty and environmental factors that may influence puberty, the timing of which is an
important risk factor for breast cancer.

1998 1999 2000 2001 2002 2003
Year

B On November 1-5, 2003, NCI co-sponsored the 24th Congress of the International Association for Breast Cancer
Research—Advances in Human Breast Cancer Research: Preclinical Models, as well as a workshop on Genomic and
Proteomic Technological Advances in Cancer Research.

m NCI initiatives addressing this priority included 2 120
the Breast and Ovarian Cancer Family Registries, _i 100
Cancer Genetics Network, Cancer Molecular o
Analysis Project, Cooperative Human Tissue % 80 71./".\-7
Network, and NCI Cohort Consortium. £ 60
2 40
PRG Priority: s
w20
Are there etiologically distinct components of breast g 0 | | | |
cancer that it would be useful to consider? 1998 1999 2000 2001 2002 2003

Year
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NCI Efforts:

® In FY2003, examples of active areas of investigation included the function of Her4 as a potential differentiation factor
in human breast cancer, pregnancy hormone levels affecting breast differentiation and proliferation in women with
different levels of breast cancer risk, and the metabolic factors of obesity/weight changes and indicators of insulin
status as they relate to breast and endometrial cancers.

B On November 1-5, 2003, NCI cosponsored the 24th Congress of the International Association for Breast Cancer
Research—Advances in Human Breast Cancer Research: Preclinical Models, as well as a workshop on Genomic and
Proteomic Technological Advances in Cancer Research.

B NCI initiatives addressing this priority included the Breast SPOREs, Cancer Molecular Analysis Project, Director’s
Challenge: Toward a Molecular Classification of Tumors, and NCI Cohort Consortium.

PRG Priority: ,g 100
What types of studies should be pursued to '% 80 .*.__/.-\._.
advance our understanding of the role of dietary = 60
factors in breast carcinogenesis? 2
S 40
NCI Efforts: =
» 20
® In FY2003, examples of active areas of o 0
z

investigation included the relationship
between energy balance and cancer risk in
African-American women, the association
between dietary intake of isothiocyanates
and d-limonene and risk of breast cancer recurrence, the effects of dietary fat and peroxisome proliferator-activated
receptor gamma on breast cancer progression, and the ability of high-selenium garlic to suppress the clonal expansion
of mammary preneoplastic lesions.

1998 1999 2000 2001 2002 2003
Year

B Examples of clinical trials addressing this priority included the following:

¢ Dietary Intervention in Women at High Risk for Breast Cancer (WSU-H-018296)

+ Randomized Dietary Intervention Study of a Diet Rich in Vegetables, Fruit, and Fiber and Low in Fat in Women
With Previously Treated Stage I, II, or III Breast Cancer (UCSD-980919)

¢ Phase II Trial of Dietary Fatty Acids: Roles in Hormonally Mediated Cancers in Normal Premenopausal Women
(UMN-9509M10234)

B On October 14-16, 1998, NCI sponsored the 5 A Day International Symposium, whose goals included reviewing the
scientific link between increased consumption of fruits and vegetables and the reduced risk of disease.

B NCI initiatives addressing this priority included the Cancer Research Small Grant Program and NCI Cohort
Consortium.

Additional Breast Cancer Etiology Projects

NCI Efforts:

B Although cancer health disparities were not addressed by this PRG in its report, several areas of investigation on this
topic were active in FY2003, including the role of diet on breast cancer in Puerto Rican women; the association of
breast cancer in black and white women with body size, diabetes, and dietary patterns; nutritional and metabolic
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epithelial interactions involved in the initiation and
development of breast cancer; and the functional
analysis of breast cancer susceptibility genes in mice.
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The initiatives relevant to research on breast cancer etiology between FY1998 and 2003 include the following list of general
initiatives that are described in Table 2-1* (Chapter 2) and the category-specific initiatives that are listed and described in Table
4-23

Aging Women and Breast Cancer

Breast and Ovarian Cancer Family Registries (CFRs)

Breast Cancer Faculty

Cancer Biomedical Informatics Grid (caBIG)

Cancer Centers Program

Cancer Genetics Services Directory

Cancer Genome Anatomy Project (CGAP)

Cancer Research Small Grant Program

Cancer Research Training, Career Development, and Education Opportunities

Clinical Trials Cooperative Group Program

Competing Supplements for Organotypic Models of Cancer

Cooperative Breast Cancer Tissue Resource (CBCTR)
Cooperative Human Tissue Network (CHTN)

Correlative Studies Using Specimens from Multi-Institutional Treatment Trials

Director’s Challenge: Toward a Molecular Classification of Tumors

Exploratory Grants for Correlative Laboratory Studies and Clinical Trials

Improving DNA, RNA, and Protein Availability in Fixed Tissue

Insight Awards to Stamp Out Breast Cancer

Minority Institution/Cancer Center Partnership (MI/CCP)

Molecular Target Drug Discovery for Cancer

2 Initiatives that impact multiple categories of breast cancer research.

3 Initiatives that are unique to this chapter on etiology.
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Mouse Models of Human Cancers Consortium
NCI Center for Bioinformatics (NCICB)
Shared Pathology Informatics Network (SPIN)

Shared Resources for Scientists Outside NCI Cancer Centers

Small Animal Imaging Resource Program (SAIRP)

Small Grants Program for Cancer Epidemiology
Southern Community Cohort Study (SCCS)

Specialized Programs of Research Excellence (SPOREs) in Breast Cancer

Specimen Resource Locator

Table 4-2. NCI Initiatives Relevant to Breast Cancer Research: Etiology

Initiatives Focused on Breast Cancer Research

B Long Island Breast Cancer Study Project (http://epi.grants.cancer.gov/LIBCSP/Overview.html)

+ Overview: A multistudy effort to investigate whether environmental factors are responsible for breast cancer in
Suffolk, Nassau, and Schoharie Counties, New York, and in Tolland County, Connecticut.

+ Relevant Resource Resulting From This Initiative: Findings from the Breast Cancer and the Environment on Long

Island Study, reported in 2002, found no association between breast cancer and either organochlorine compounds
such as the pesticide DDT or electromagnetic fields. The study also revealed a small increased risk of developing
breast cancer in women exposed to polycyclic aromatic hydrocarbons. In this study population, an analysis of
aspirin and breast cancer risk found that use of this medication was linked to hormone-receptor-positive breast
cancer but not to hormone-negative breast cancer (Terry et al., 2004). In addition, the NCI developed a health-
related Geographical Information System (LI-GIS), which provides researchers with an advanced tool to investigate
relationships between breast cancer and the environment and to estimate exposures to environmental contamination

in Long Island.
B Breast Cancer and the Environment Research Centers (RFA-ES-03-001)

+ Overview: This National Institute of Environmental Health Sciences (NIEHS) and NCI jointly supported initiative
supports four research centers that will work collaboratively on several fronts. Using animals, they will study the
development of mammary tissue and the effects of specific environmental agents. In the second collaborative
project, they will enroll different ethnic groups of young girls and study their life exposures to a wide variety of
environmental, nutritional, and social factors that impact puberty. Early puberty has been shown to increase breast
cancer risk later in life. All the centers will work with advocacy groups to add their insight and experience to the
research effort.

+ Relevant Projects Resulting From This Initiative:

Puberty and Cancer Initiation: Environment Diet and Obesity

Bay Area Breast Cancer and the Environment Research Center

Breast Cancer and the Environment Research Center

Center for Environment and Mammary Gland Development
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B Regional Variation in Breast Cancer Rates in the U.S. (RFA-CA-98-017)

+ Overview: Supports interdisciplinary epidemiologic studies to better understand determinants of regional variations
in breast cancer incidence and mortality rates in the United States.

¢ Relevant Research Projects Resulting From This Initiative: Between 1998 and 2003, five projects relevant to breast
cancer research were supported through this Request for Applications (RFA).
Initiatives With Breast Cancer-Relevant Components

B Cancer Genetics Network (CGN) (http://epi.grants.cancer.gov/CGN)

+ Overview: A national network of centers specializing in the study of inherited predisposition to cancer.

¢ Relevant Research Projects Resulting From This Initiative: The CGN database contains information from 15,760
families that have a history of cancer. Data on each enrollee include demographic information, medical history, and
four-generation family cancer history. Three recent pilot studies addressed issues relevant to breast cancer:

High-Risk Breast Cancer Screening Pilot Study

Validation of BRCA1 and 2 Carrier Probability Models

Genetic and Environmental Modifiers of Penetrance in BRCA1 and BRCA2 Mutation Carriers
®m Cohort Studies in Cancer Epidemiology (PAS-02-009)

+ Overview: Coordinates the submission, review, and funding of epidemiologic cohort studies. Cohort studies are well
suited for the evaluation of gene-gene and gene-environment interactions in a prospective manner.

¢ Relevant Research Projects Resulting From This Program Announcement (PA): Between 1998 and 2003, four
projects relevant to breast cancer research were supported through this PA. Specific projects can be found in
Appendix B, Tables B8, B10, and B12, by searching for the PA number.

B Diet, Lifestyle, and Cancer in U.S. Special Populations (PA-98-028)

+ Overview: Supports studies to elucidate causes of cancer and means of prevention in African Americans, American
Indians, Alaska Natives, Asian and Pacific Islanders, Native Hawaiians, Hispanics, and rural, older, low-income, and
low-literacy groups. These groups experience unusually high cancer incidence and mortality for some cancer sites
though the environmental and genetic reasons are not well understood.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, three projects relevant to breast cancer
research were supported through this PA. Specific projects can be found in Appendix B, Tables B8, B10, and B11,
by searching for the PA number.

B Geographic-Based Research in Cancer Control and Epidemiology (PAS-00-120)

+ Overview: Supports the use of the Atlas of Cancer Mortality in the United States, 1950-1994 to identify the reasons
for the geographic variation in specific cancers, including the clustering of areas with high or low incidence and/or
mortality rates.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, one project relevant to breast cancer
research was supported through this PA:

A Geographic Information System-Based Workbench to Interpret Cancer Maps
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B Interdisciplinary Studies in the Genetic Epidemiology of Cancer (REA-CA-98-018)

+ Overview: Supports collaborative and interdisciplinary genetic epidemiology investigations designed to identify and
evaluate the interactions of genetic and epidemiologic risk factors leading to cancer susceptibility in individuals,
families, and populations and factors influencing the rate of increase with age in cancer susceptibility.

¢ Relevant Research Projects Resulting From This RFA: Between 1998 and 2003, one project relevant to breast cancer
research was supported through this RFA:

Breast Cancer, Radiation Exposure, and the ATM Gene

m NCI Cohort Consortium (http://cancercontrol.cancer.gcov/bb/cohort_conso.html)

+ Overview: Large consortium of investigators pooling information on study participants from multiple studies in an
effort to understand the interaction between cancer-predisposing genes and environmental factors such as chemicals,
diet, and pharmacological agents.

+ Relevant Resources Resulting From This Initiative: High-quality exposure and cancer data from 700,000 individuals
and their biological specimens will be used for genetic analysis studies. A first “proof of principle” study will focus on
breast and prostate cancer and seek to identify important gene-environment interactions in hormonal synthesis and
metabolic pathways.

Ongoing NCI Research: Recent Progress in Breast Cancer
Etiology

BRCA1 and BRCA2

Mutations in the breast and ovarian cancer susceptibility genes BRCA1 and BRCAZ2 are observed in a large proportion of
families in which several members have had breast cancer. As commercial testing for BRCA1 mutations has become accepted,
more BRCA1 mutation carriers are being identified in cancer risk evaluation programs. Some women in these programs who
learn that they have these mutations choose to undergo prophylactic mastectomy and/or oophorectomy because of their
extremely high cancer risk—78% according to one cancer risk evaluation program, in comparison to a lifetime risk estimate of
13% for all women (Brose et al., 2002; Ries et al., 2004). Research has recently addressed the breast cancer risk of women with
mutations in BRCAI or BRCA2 who are not from multiple-case families.

One study found that Ashkenazi Jewish women who inherited mutations in the BRCA1 and BRCA2 genes had an 82%
lifetime risk of breast cancer—similar to that of women in families with many breast cancer cases (King et al., 2003). Another
study showed that women who carry BRCAI mutations have a higher average risk of breast cancer (65%) than BRCA2 carriers
(45%), but this difference decreases after age 50 (Antoniou et al., 2003). For women with BRCA1 mutations, those identified
who are referred to or seek counseling at cancer risk evaluation clinics have a higher risk of breast cancer (73%) than women in
population-based studies (35%-50%) and a lower risk than women from multiple-case families (Brose et al., 2002).

Research is also addressing behavioral modifiers of breast cancer risk among BRCA1 and BRCA2 carriers. One study found
that taking oral contraceptives was not associated with an increased risk of breast cancer among BRCA2 mutation carriers. But
BRCA1 mutation carriers who had ever used oral contraceptives—especially if they had used them for more than 5 years or
before age 30—had an increased risk of developing early-onset breast cancer (Narod et al., 2002). Although previous research
indicated that smoking increased the risk of developing hereditary breast cancer, a recent study found no significant impact on
breast cancer risk in BRCA1 or BRCA2 carriers who were current or previous smokers (Ghadirian et al., 2004).
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Other Breast Cancer Susceptibility Genes

BRCA1 and BRCA2 gene mutations can increase breast cancer risk substantially, but these mutations are rare and explain
only a small proportion of the clustering of breast cancer in certain families. According to recent research, only 5%-10% of
breast cancers diagnosed in women younger than 40 years can be attributed to mutations in these genes (Dite et al., 2003).
Researchers are therefore studying other candidate susceptibility genes.

One possibility is CHEK2, a gene that encodes a cell-cycle checkpoint kinase that is implicated in DNA repair processes
involving BRCA1 and p53. Researchers have found that a variant of CHEK2, CHEK2(*)1100delC, is found in 1.1% of
healthy individuals, 5.1% of individuals with breast cancer from families that do not carry mutations in BRCA1 or BRCA2,
and 13% of individuals from families with male breast cancer. The investigators estimate that this variant increases breast
cancer risk about twofold in women and tenfold in men, although it does not increase risk in carriers of BRCA1 or BRCA2
mutations (Meijers-Heijboer et al., 2002).

Another potential susceptibility gene is the ATM gene, which is mutated in ataxia-telangiectasia. One analysis found two ATM
mutations (IVS10-6T®G and T7271G) in 4% of families with multiple breast cancer cases that did not carry the BRCA1 or
BRCA2 mutations. The risk associated with these mutations was strong enough for them to cause multiple cases in families
(Chenevix-Trench et al., 2002). Another study found several variants of ATM in families with a history of breast cancer,
ovarian cancer, or both, but not in families with no history of breast cancer (Thorstenson et al., 2003).

Other genes that may play a role in influencing breast cancer risk independently or together with other environmental,
behavioral, or endogenous factors include those involved in estrogen synthesis, such as CYP19 (Han et al., 2004), and DNA
repair, such as members of the XRCC gene family (Haiman et al., 2003).

Environmental Influences

Several environmental pollutants have been hypothesized to be involved in the development of breast cancer. The Long
Island Breast Cancer Study Project is a federally mandated, population-based case-control study sponsored in part by NCI
to determine whether breast cancer risk among women in Nassau and Suffolk Counties, New York, is associated with certain
environmental exposures.

The Long Island investigators found little evidence of an increased risk of breast cancer from exposure to organochlorines,
including the pesticide DDT and the industrial chemical PCBs, based on assessments of the levels of these chemicals in blood
(Gammon et al., 2002b). In addition, analysis of extensive electromagnetic field exposure measurements in this population
yielded evidence that electromagnetic field exposure was not a risk factor for breast cancer (Schoenfeld et al., 2003). The Long
Island Study researchers also investigated the association between polycyclic aromatic hydrocarbon (PAH) compounds—some
of which have been categorized by the Environmental Protection Agency as probable or possible human carcinogens—and
breast cancer risk. Major sources of human exposure to PAH compounds include combustion products of fossil fuels and
cigarette smoking, as well as grilled and smoked foods. The investigators found that women with high PAH-DNA adduct levels
had a 50% higher risk of breast cancer than women with lower adduct levels, although they observed no dose-response effect
(Gammon et al., 2002a).

Behavioral Factors

Millions of women in the United States have taken hormone replacement therapy (HRT) to relieve menopausal symptoms and
prevent chronic diseases, including heart disease and osteoporosis. But recent research has shown that the benefits of HRT are
limited to management of menopausal symptoms and the prevention of osteoporosis and colorectal cancer. However, results of
the Women’s Health Initiative trial of combined estrogen and progestin showed that overall health risks exceed these benefits.
The study showed that relatively short-term use of combined estrogen and progestin increases the risk of cardiovascular disease,
blood clots, and breast cancer and that these cancers are more likely to be diagnosed at more advanced stages in women using
the therapy than in women not using the therapy (Chlebowski et al., 2003). Another study showed that women who take
combined estrogen and progestin regimens increase their risk of breast cancer each year by about twice as much as women who
take estrogen alone (Newcomb et al., 2002).
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Obesity is a known risk factor for breast cancer. Recent research has shown that heavier postmenopausal women (body mass
index [BMI] >31), especially postmenopausal women under the age of 65, have more than twice the breast cancer risk of
slimmer women (BMI <23). Changes in BMI and weight since age 18 were also found to be associated with breast cancer.
Some studies suggest that obesity is a risk factor only among women who have never taken HRT (Morimoto et al., 2002).
Other investigators have shown that women can reduce their breast cancer risk through exercise. Sustained activity throughout
life, and especially activity after menopause, can reduce the risk of breast cancer substantially (Friedenreich et al., 2001).

Endogenous Factors

Some potentially important new predictors of risk have been identified through the prospective Nurses’ Health Study.
Researchers have identified a positive relationship between levels of circulating insulin-like growth factor and breast cancer risk
in premenopausal women (Hankinson et al., 1998). An association has also been found between plasma prolactin, a hormone
that is essential for mammary gland development and lactation, and breast cancer risk. Women with high levels of prolactin
have about twice the breast cancer risk of women with low levels of the hormone (Hankinson et al., 1999). Levels of another
hormone, melatonin, may have an impact on breast cancer risk. Melatonin serum levels decrease when people are exposed to
light at night. When researchers tested nurses who work night shifts, they found that women who worked on rotating night
shifts had a greater risk of breast cancer than those who never worked these shifts; these risks were highest in women who had
worked night shifts for 30 or more years (Schernhammer et al., 2001).

Continuing Needs and Evolution

A promising direction of genetics research is to develop prevention, screening, and prognostic applications; however, progress
in understanding how genes and specific genotype patterns affect risk for breast cancer has been limited by the design and
size of genetic studies. For some of the genes that appear to be associated with the risk of breast cancer development or
progression, the small scale of the studies has led to contradictory results among different research groups. Large-scale, multi-
institutional studies are now being conducted to validate the association and causation of putative susceptibility genes with
breast cancer risk, incorporating advanced genomic analyses by haplotyping and genomic scans to address the complexities of
genetic and environmental interrelationships. Genetic etiology studies are collecting and analyzing data on other lifestyle and
environmental factors to identify linkages between certain genes and the environment. The development of nationwide and
international cohorts requires a standardized mechanism for collecting, analyzing, and reporting data and enhanced resources
to support these studies.

There is a continuing need to improve the estimates of the magnitude of risk associated with BRCA1 and certain other
mutations. While these genes are clearly important, there are a number of different mutations involved, and the risk estimates
for developing breast cancer vary widely—in part because of differences in study designs. Women who consider being tested
for mutations in these genes need to make decisions based on the best possible estimates of risk, as being tested has profound
implications for both the women who are tested and their family members in terms of quality of life and medical decisions
regarding the potential use of preventive measures (e.g., chemoprevention or surgical procedures).

A better understanding is needed of the role of endogenous hormones—especially hormones that have not been well studied
with respect to breast cancer, such as prolactin and progesterone. It is also important to understand exogenous and lifestyle
factors that contribute to endogenous hormone levels. Techniques are needed to better measure hormones, understand their
interrelationships, and clarify how peripheral measurement of hormones is related to local production in breast tissue. Such
information may be useful in further developing chemopreventive approaches given evidence showing that tamoxifen has
protective effects against the development of breast cancer.
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Chapter b5:
Breast Cancer Prevention: NCl’s Investment
and Recent Progress

The goal of breast cancer prevention research is to develop readily acceptable, minimally toxic, and
affordable strategies that will reduce breast cancer incidence, morbidity, and mortality without inducing
increased morbidity and mortality from other conditions. Charting the Course: Priorities for Breast
Cancer Research

Recent advances in fields of biology, genetics, and epidemiology have led to an increased understanding of the risk factors
that predispose certain individuals to cancer. It has become clear in recent years that certain genetic, hormonal, dietary, and
other lifestyle influences play an important role in the development of breast malignancies. These influences may be mediated
indirectly by several factors, such as early full-term pregnancy or exercise. The NCI continues to address the challenges of
identifying the relevant risk factors and enabling the development of effective preventive agents and strategies that delay or
inhibit the clinical onset of invasive disease. Prevention research is also aimed at reducing the incidence of secondary breast
tumors that may arise in the months or years following treatment for the initial breast cancer.

In 1998, the Breast Cancer PRG identified seven priorities that deal with important topics in breast cancer prevention research.
These priorities address the need to create models of precancerous biology, identify surrogate endpoint biomarkers of breast
cancer development, determine the essential changes in breast cancer initiation, determine the efficacy of preclinical prevention
trials, increase the number of Phase II trials that test novel preventive agents and strategies, increase the efficiency of accrual to
Phase III clinical trials, and effectively use human models to determine the optimal dosage of chemopreventive agents.

The NCI has been responsive to PRG priorities related to breast cancer prevention. Genetic mutations comparable to their
human disease counterparts have been used to construct mouse models that develop precancerous lesions as well as breast
cancer. These models provide a wealth of information about factors involved in breast cancer initiation and have been used to
determine the effectiveness of a variety of agents and strategies for the prevention of breast cancer. A large-scale NCI-sponsored
clinical trial led to FDA approval of tamoxifen as a chemopreventive agent in high-risk women, and NClI-sponsored researchers
are pursuing trials that will assess the effectiveness of other chemotherapeutic regimens in reducing breast cancer incidence.

NCI’s Investment and gjg
Response 8 30
-

From FY1998 to 2003, NCI’s extramural investment in 3 20 -
breast cancer prevention research increased from $28.9 3
million to $43.7 million (Figure 5-1). This increase in = 10 I

. . . . =
funding corresponds to increases in the number of projects 0 - ‘ ‘ ‘ ‘ ‘
that are responsive to the seven Breast Cancer PRG research 1998 1999 2000 2001 2002 2003
priorities for prevention. Fiscal Year
NCT’s responsiveness to breast cancer prevention research is Figure 5-1. NCI's extramural investment in
summarized in Table 5-1 for the seven original PRG prevention breast cancer prevention research: 1998-2003
priorities and two of the original PRG genetics priorities.' (in millions of dollars)

1 A project may map to more than one PRG priority and therefore be represented in more than one figure. Projects active in 2003 are listed by Principal Investigator’s name
for each PRG priority in Appendix B (Tables B-14 to B-23).
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PRG Priority: o 80
3]
Better models of precancerous biology are urgently = 60
needed. These include animal and xenograft models, o
human precancerous cell lines, and iz vivo human E; 40
precancerous models for long-term study. S ./.,
o
NCI Efforts: g %
B In FY2003, examples of active areas of investigation S o
included growth of human tumor cell lines in 1998 1999 2000 2001 2002 2003

B Examples of evolving preclinical chemopreventive agent screening systems include normal human mammary epithelial
cells that spontaneously escape senescence and acquire genomic changes (Romanov et al., 2001) and prevention of
breast epithelial cell immortalization with chemopreventive and antitelomerase agents (Herbert et al., 2001).

B On September 5-6, 2002, NCI sponsored the Nutritional Genomics and Proteomics in Cancer Prevention meeting,
which included workshops on model systems.

B NCI initiatives addressing this priority included Competing Supplements for Organotypic Models of Cancer and the
Mouse Models of Human Cancer Consortium.

PRG Priority: a2 %

3 50

Delineate the key surrogate endpoint biomarkers 3

(SEBs) for breast cancer development. % 40

£ 30
NCI Efforts: 2
a 20

B In FY2003, examples of active areas of @

. L. . . - 10
investigation included biological markers of o
0

B Examples of clinical trials addressing this priority included the following:

Table 5-1. NCI Efforts Responsive to PRG Priorities and Opportunities in Prevention

protein-free/hormone-free media, mammary Year

tumorigenesis in inbred and feral mice, breast

cancer development in female mice from a transgenic model of prostate cancer, functional analysis of breast cancer
susceptibility genes in mice, prevention of mammary cancer in Her2/neu transgenic mice, new models of human
cancer, screening various chemopreventive agents, MNU-induced rat mammary tumors, and human cell-based
systems for screening chemopreventive agents in vitro.

breast cancer and tamoxifen response, biomarker
modulation by COX-2 inhibitors, detection of
breast cancer protein signatures in body fluid,
characterization of a novel breast-specific mucin gene, molecular characterization of breast basal-like tumors, p53 in
benign breast disease and breast cancer risk, preclinical evaluations of candidate intermediate endpoints and their
modulation by chemopreventive agents, and the molecular profile of inflammatory breast cancer.

1998 1999 2000 2001 2002 2003
Year

¢ Phase II Chemoprevention Study of Celecoxib in Premenopausal Women at High Risk for Estrogen Receptor-
Negative Breast Cancer (KUMC-HSC-8919-02)

+ Randomized Chemoprevention Study of Bexarotene in Women at High Genetic Risk for Breast Cancer

(BCM-H-9315)

5-2
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®m NClI initiatives addressing this priority included the Cancer Genome Anatomy Project (CGAP), Cancer Prevention
Research Small Grants Program, and Cooperative Human Tissue Network (CHTN).

N
)]

PRG Priority:

N
o

Determine the degree to which preclinical prevention
trials are indicative of outcomes in humans.

a

B In FY2003, examples of active areas of

investigation included the use of human

prolactin antagonist as a chemopreventive agent, 1998 1999 2000 2001 2002 2003
combination chemoprevention of estrogen receptor

(ER)-negative breast cancer, synthetic peptides
from alpha-fetoprotein that prevent breast cancer,
multiantigen vaccines for breast cancer prevention, molecular biomarkers of selenium chemoprevention, prevention of
breast cancer using selective retinoids, and modulation of carcinogenesis by monoterpenoids.

—_
(&)

NCI Efforts:

(&)

o

NCI-Supported Projects
=

Year

B NCI initiatives addressing this priority included Chemoprevention in Genetically-Identified High-Risk Groups and
Chemoprevention of Estrogen Receptor (ER)-Negative Breast Cancer: Preclinical Studies.

PRG Priority: "3 100
@
Increase the number of new agents and strategies 'S 80
evaluated by increasing the number of Phase I1 % [ —a—0
pivotal trials, with biomarker modulation as the 2 60
measure of efficacy. § 40
S
NCI Efforts: @ 20
(&)
4 0

B In FY2003, examples of active areas of
investigation included a trial to assess the impact
of a low-fat diet on breast cancer recurrence, Year
a chemoprevention pilot trial examining the
influence of tamoxifen on candidate surrogate endpoint biomarkers, the effect of phytochemicals on estrogen-
enhanced cancers, the role of antioxidants in breast cancer prevention, and EGFR pathway modulation in ductal

1998 1999 2000 2001 2002 2003

carcinoma 7 situ.
B Examples of clinical trials addressing this priority included the following:

+ Phase II Randomized Study of Polyphenon E (Green Tea Extract) and Low-Dose Aspirin in Women at High Risk
for Developing Breast Cancer (UCLA-0305011)

+ An Exploratory Study to Identify Potential Surrogate Endpoint Biomarkers That Are Modulated by Tamoxifen vs.
Placebo in Women with an Increased Risk for Breast Cancer (UTSWMC #0799-302, N01-CN-95139)

¢ Phase II Chemoprevention Study of Celecoxib in Premenopausal Women at High Risk for Estrogen Receptor-
Negative Breast Cancer (KUMC-HSC-8919-02)

B On October 22, 2001, NCI sponsored the workshop Clinical Trial Design for the Molecular Targets Faculty. On July
28-August 3, 2001, NCI sponsored the American Society of Clinical Oncology (ASCO)—American Association for
Cancer Research (AACR) Educational Workshop: Methods in Clinical Cancer Research.
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m NClI initiatives addressing this priority included Chemoprevention in Genetically Identified High-Risk Groups,
Community Clinical Oncology Program (CCOP), and the Rapid Access to Preventive Intervention Development
(RAPID) Program.

PRG Priority: g 100
2
Increase Phase III accrual efficiency and maximize o 80 ——
scientific information gleaned (e.g., validation of SEB % 60 w
and conduct of behavioral and outcomes research). -§
a 40
NCI Efforts: s
@ 20
B In FY2003, examples of active areas of g 0

investigation included an exercise intervention
study to combat fatigue in cancer patients and
numerous clinical trials conducted at community
clinical oncology program sites.

1998 1999 2000 2001 2002 2003
Year

m Examples of clinical trials addressing this priority included the following:

¢ Phase III Randomized Study of Tamoxifen and Raloxifene (STAR) for the Prevention of Breast Cancer
(NASBP-P-2)

®m NCI initiatives addressing this priority included the Clinical Trials Cooperative Group Program, Community Clinical
Oncology Program (CCOP), and Minority-Based CCOPs.

N
N
o

PRG Priority:

N
o
o

What are the essential changes in breast cancer
initiation?

(0]
o

NCI Efforts:

N
o

B In FY2003, examples of active areas of

investigation included the biology of vascular

epithelial growth factors in the mammary gland,

signal transduction pathways of TGF-f, the role of 1998 1999 2000 2001 2002 2003
CCAAT /enhancer-binding protein transcription Year

factors in regulating cell growth and tumorigenesis,

53 in benign breast disease and breast cancer risk, p27KIPL deficiency as a potential promoter of carcinogenesis, the
role of fibroblasts and IGF-II in breast carcinogenesis, nucleoside transporters as chemoprevention targets, and X-
linked genes in breast and ovarian cancer etiology.

N
o

NCI-Supported Projects
(e}
o

o

m Examples of clinical trials addressing this priority included the following:

¢ Phase II Chemoprevention Study of Celecoxib in Premenopausal Women at High Risk for Estrogen Receptor-
Negative Breast Cancer (KUMC-HSC-8919-02)

¢ Phase II Randomized Chemoprevention Study of LY353381 Hydrochloride in Women With Fine Needle Aspiration
Cytologic Evidence of Hyperplasia and at High Risk for Breast Cancer (KUMC-HSC-7264-97)

®m NClI initiatives addressing this priority included the Cancer Molecular Analysis Project (CMAP) and Cooperative
Breast Cancer Tissue Resource (CBCTR).
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PRG Priority: @ 20
3
Are we using appropriate human models in Phase 2 16
I and II testing for optimal chemoprevention dose & n
range finding? o 12 \
g
NCI Efforts: & ‘\./.\.\k
=]
B In FY2003, examples of active areas of g 4
investigation included a trial of aspirin and Z 9
vitamin E in women. 1998 1999 2000 2001 2002 2003

B Examples of clinical trials addressing this priority Year

included the following:
¢ Phase I Study of Perillyl Alcohol in Women at Risk for Recurrent Breast Cancer (CCF-IRB-3574)

+ Phase II Randomized Chemoprevention Study of LY353381 Hydrochloride in Women With Fine Needle Aspiration
Cytologic Evidence of Hyperplasia and at High Risk for Breast Cancer (KUMC-HSC-7264-97)

+ Phase II Randomized Study of Polyphenon E (Green Tea Extract) and Low-Dose Aspirin in Women at High Risk
for Developing Breast Cancer (UCLA-0305011)

B An NClI initiative addressing this priority was Chemoprevention in Genetically-Identified High-Risk Groups:
Interactive Research and Development Projects.

PRG Priority: g 12
. . . 210
What is the efficacy of chemopreventive drugs in 3
reducing breast cancer risk among women with % 8 /
inherited predisposition?* L2 6 B
S 1
NCI Efforts: 2
? 2
B In FY2003, examples of active areas of o
Z 0

investigation included chemoprevention for
women at high risk of breast cancer, new
triterpenoids for chemoprevention of cancer,
chemoprevention of breast and ovarian cancer, and
biomarker modulation by COX-2 inhibitors.

1998 1999 2000 2001 2002 2003
Year

B Examples of clinical trials addressing this priority included the following:
¢ Phase I Study of Perillyl Alcohol in Women at Risk for Recurrent Breast Cancer (CCF-IRB-3574)

¢ Phase II Chemoprevention Study of Celecoxib in Premenopausal Women at High Risk for Estrogen Recepror-
Negative Breast Cancer (KUMC-HSC-8919-02)

+ Phase II Randomized Chemoprevention Study of LY353381 Hydrochloride in Women With Fine Needle Aspiration
Cytologic Evidence of Hyperplasia and at High Risk for Breast Cancer (KUMC-HSC-7264-97)

+ Phase II Randomized Study of Polyphenon E (Green Tea Extract) and Low-Dose Aspirin in Women at High Risk
for Developing Breast Cancer (UCLA-0305011)

a This priority was part of the Genetics section in the original Breast Cancer PRG report.
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+ Randomized Chemoprevention Study of Bexarotene in Women at High Genetic Risk for Breast Cancer
(BCM-H-9315)
+ Phase III Randomized Study of Tamoxifen and Raloxifene (STAR) for the Prevention of Breast Cancer
(NASBP-P-2)
B On July 7-8, 1998, NCI sponsored the Breast Cancer Prevention Trial (BCPT) Workshop. On April 26-28, 2000,

NCI sponsored the NIH Selective Estrogen Receptor Modulators (SERMs) Workshop. On December 11-12, 2000, NCI
sponsored the U.S. Preventive Services Taskforce meeting.

B The NCI initiative addressing this priority was Chemoprevention in Genetically-Identified High-Risk Groups:
Interactive Research and Development Projects.

PRG Priority:

What is the efficacy of prophylactic mastectomy and
prophylactic oophorectomy?®

NCI Efforts:

N W A~ OO

B In FY2003, examples of active areas of

investigation included patient-oriented outcomes

o‘f prophyl.actlc mastectomy, a prospective study of 1098 1099 2000 2001 2002 2003
risk-reducing salpingo-oophorectomy and ovarian

screening among women at increased genetic
risk of breast and ovarian cancer, and the role of prophylactic surgery in reducing breast and ovarian cancer risk and
mortality in BRCA1 and BRCA2 mutation carriers.

NCI-Supported Projects

o

Year

Additional Breast Cancer Prevention Projects 8 30
0 25
)
NCI Efforts: =
< 20
® In FY2003, examples of active areas of e 45 —
investigation included cancer prevention in 9 \-/
medical education practice, breast cancer risk e 10
assessment with Bayesian networks, p53 loss in ®? 5
human mammary epithelial cells as a model of S 0
breast cancer prevention, impact of mortality 1998 1999 2000 2001 2002 2003
concerns on cancer risk behavior, and breast Year

cancer prevention in female survivors of Hodgkin’s
disease.

B Active research projects in FY2003 related to reducing breast cancer health disparities included epidemiologic studies
of diet and cancer in Hawaii, which explores etiologic factors for ethnic variations in cancer incidence and the study of
energy balance and breast cancer in black and white women, which examines the relationship between energy balance
and insulin resistance-related factors with the age-specific incidence of breast cancer in black and white women in the

United States.

b This priority was part of the Genetics section in the original Breast Cancer PRG report.
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Much of NCI's investment in breast cancer prevention research has focused on the identification of breast cancer risk factors
and the evaluation of potential chemopreventive regimens for their ability to inhibit or delay the onset of clinical disease.
The initiatives relevant to research on breast cancer prevention between 1998 and 2003 include the following list of general
initiatives that are described in Table 2-1,? as well as the category-specific initiatives that are described in Table 5-2.°

B Aging Women and Breast Cancer

Basic and Preclinical Research on Complementary Alternative Medicine (CAM)

Breast and Ovarian Cancer Family Registries

Breast Cancer Faculty

Breast Cancer Surveillance Consortium (BCSC)

Cancer Biomedical Informatics Grid (caBIG)

Cancer Centers Program

Cancer Genome Anatomy Project (CGAP)
Cancer Molecular Analysis Project (CMAP)

Cancer Research Small Grants Program

Cancer Research Training, Career Development and Education Opportunities

Clinical Trials Cooperative Group Program

Community Clinical Oncology Program (CCOP)

Competing Supplements for Organotypic Models of Cancer

Cooperative Breast Cancer Tissue Resource (CBCTR)
Cooperative Human Tissue Network (CHTN)

Correlative Studies Using Specimens from Multi-Institutional Treatment Trials

Director’s Challenge: Toward a Molecular Classification of Tumors

Exploratory Grants for Correlative Laboratory Studies and Clinical Trials

Insight Awards to Stamp Out Breast Cancer

Integrating Aging and Cancer Research

Interdisciplinary Research Teams for Molecular Target Assessment

In Vivo Cellular and Molecular Imaging Centers (ICMICs)

Minority Institution/Cancer Center Partnership (MI/CCP)
Minority-Based Community Clinical Oncology Program (MBCCOP)

Molecular Target Drug Discovery for Cancer

Mouse Models of Human Cancers Consortium

NCI Center for Bioinformatics (NCICB)

2 Initiatives that impact multiple categories of breast cancer research.

3 Initatives that are unique to this chapter on prevention.
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Shared Pathology Informatics Network (SPIN)

Shared Resources for Scientists Outside NCI Cancer Centers

Small Animal Imaging Resource Program (SAIRP)

Southern Community Cohort Study

Special Populations Networks

Specialized Programs of Research Excellence (SPOREs) in Breast Cancer

Specimen Resource Locator

Therapeutic Modulation of Angiogenesis in Disease

Table 5-2. NCI Initiatives Relevant to Breast Cancer Research: Prevention?

Initiatives Focused on Breast Cancer
B Chemoprevention of Estrogen Receptor (ER)-Negative Breast Cancer Preclinical Studies (RFA-CA-03-005)

+ Overview: Supports the development and evaluation of preclinical chemopreventive strategies that could be rapidly
translated to clinical studies and are applicable to women at high risk for development of ER-negative breast cancer.

¢ Relevant Research Projects Resulting From This Initiative: Between 1998 and 2003, six projects relevant to breast
cancer research were supported through this RFA. Specific projects can be found in Appendix B, Tables B2, B7,
B10, B11, B14-16, and B19, by searching for the PA number.

B Study of Tamoxifen and Raloxifene (STAR) Trial (http://www.cancer.gov/star)

¢ Overview: A major clinical trial with the goal of determining whether the osteoporosis drug raloxifene is as effective
as tamoxifen in preventing breast cancer in postmenopausal women who are at high risk for developing breast
cancer.

+ Relevant Resource Resulting From This Initiative: This project finished accrual in June 2004 of more than 19,000
volunteers who were randomized to use the intervention drug for a period of 5 years. Women from more than
400 sites across the United States, Puerto Rico, and Canada joined the effort. The Data and Safety Monitoring
Committee for the trial will assess results on a periodic basis to determine when the conditions are met to publish
results. The goal of the trial is to determine if raloxifene is comparable to tamoxifen in preventing breast cancer. If
that is the case, then the preferred Selective Estrogen Receptor Modulator (SERM) for breast cancer prevention will
be established on the basis of which agent has a more favorable risk-benefit profile. A full listing of STAR sites and
important trial information, including updates, are available at the National Surgical Adjuvant Breast and Bowel
Project (NASBP) Web site: www.nsabp.pitt.edu/.

Initiatives With Breast Cancer-Relevant Components

B Chemoprevention in Genetically-Identified High-Risk Groups: Interactive Research and Development Projects
(RFA-CA-98-012)

+ Opverview: Supports the establishment of integrated, multidisciplinary research programs that define and evaluate
chemopreventive strategies in asymptomatic subsets of individuals at high risk for cancer.

a Lists of the projects derived from each initiative can be located on the online Supplement to the Breast Cancer Progress Report: Initiative Database.
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¢ Relevant Projects Resulting From This RFA: Between 1998 and 2003, one project relevant to breast cancer research
was supported through this RFA:

Chemoprevention of Breast and Ovarian Cancer

M Phase I and II Cancer Prevention Clinical Trials Consortia
(http://www.cancer.gov/newscenter/pressreleases/preventtrials)

+ Overview: Consortium of research centers designed to conduct early-phase cancer prevention clinical trials.

¢ Relevant Resource Resulting From This Initiative: In 2003, six institutions were initially supported to conduct
cancer prevention clinical trials to assess the potential of new agents. As part of the clinical trials, consortia members
are expected to conduct studies on biological markers associated with cancer development and studies that elucidate
mechanisms of cancer prevention. New consortium institutions include:

University of Arizona

University of California, Irvine

Northwestern University

Mayo Clinic Foundation

University of Texas M. D. Anderson Cancer Center
University of Wisconsin, Madison

® Rapid Access to Preventive Intervention Development (RAPID) Program (http://www3.cancer.gov/prevention/rapid/
index.html)

+ Overview: Expedites the movement of novel molecules and concepts from the laboratory to the clinic for clinical
trials of efficacy.

¢ Relevant Research Projects Resulting From This Initiative: Since its inception in 2000, the RAPID program has
provided assistance for 24 specific projects, which are listed on the RAPID Projects Web site. Three of these projects
have direct relevance to breast cancer:

Development of alpha-TEA, a Novel Tocopherol-Based Anticancer Agent, for Prevention of Breast Cancer
Recurrence and Metastasis

Preclinical Development of 9-cis-UAB30 for Breast Cancer Chemoprevention

Preclinical Development of Four Flavonoids from Broussonetia papyrifera

Ongoing NCI Research: Recent Progress in Breast Cancer
Prevention

Models of Precancerous Biology

NClI-supported research groups have developed valuable strains of mice that replicate various features of breast carcinogenesis
in humans. These mouse models of breast carcinogenesis can be used to test the efficacy of chemopreventive agents. The neu
transgenic mouse, which contains an activated form of the c-zex oncogene, develops estrogen receptor (ER)-negative breast
tumors that resemble those found in approximately 25% of all women with breast carcinoma (Muller et al., 1988). These mice
provide a useful animal model for the evaluation of intervention strategies to delay/prevent breast cancer and have been used to
demonstrate the effectiveness of celecoxib (a COX-2 inhibitor) and gefitinib (an EGFR inhibitor) in the prevention of breast
cancer (Howe et al., 2002, Lu et al., 2003). Likewise, conditional knockout of the BRCA-1 gene in the mammary epithelium
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of mice also results in the formation of ER-negative mammary tumors that exhibit a host of other genetic alterations similar to
those seen in human breast carcinomas (Xu et al., 1999; Brodie et al., 2001; Weaver et al., 2002). This model has been used to
demonstrate the efficacy of prophylactic oophorectomy for the prevention of breast cancer and is currently being used to test a
wide range of chemopreventive agents (Deng et al., 2004).

Dietary Factors

Several epidemiological studies suggest an association between the consumption of certain dietary components and a reduction
in breast cancer risk. The mechanisms by which these components confer chemoprotection are diverse (e.g., carcinogen
metabolism, cell division, apoptosis, differentiation, and hormonal homeostasis) and have become the focus of numerous NCI-
sponsored research projects.

Various lines of evidence support the hypothesis that maintenance of a healthy body weight confers protection against
postmenopausal breast cancer (Clinton et al., 1995). Moreover, a prospective population study found a significant positive
linear trend in death rates for breast cancer with increasing body mass index (Calle et al., 2003). Although ecological and
migrant studies usually demonstrate an association between fat intake and breast cancer, case-control and cohort studies have
been inconsistent for this relationship (Kushi et al., 2002). In addition to quantity of fat consumed, the intake of specific fatty
acids and duration of consumption may be involved in breast cancer (Rose, 1997). Interestingly, studies have identified several
stages of a woman’s life in which the mammary glands may be particularly sensitive to dietary factors (i.e., fat), including the
prenatal phase, puberty, and pregnancy (Hilakivi-Clarke et al., 1999; Baer et al., 2003; Hilakivi-Clarke et al., 1996). The
production, metabolism, and bioavailability of sex hormones and their impact on target tissues may be responsible for these
effects, and it has been documented that a high-fat diet increases levels of circulating estrogens, thereby potentially increasing
the risk of breast cancer (Longcope et al., 1987). Research shows that women may be able to reduce their levels of two types of
estrogens, estradiol and estrone, by consuming soy foods daily or, potentially, the isoflavone components genistein and diadzen
(Kumar et al., 2002; Lu et al., 2001). Recent evidence suggests that the benefit from soy foods may be dependent on time of
exposure, with childhood exposures offering greatest response (Wu et al., 2002; Shu et al., 2001).

The NCI has sponsored research on the mechanisms of chemoprevention by other natural products that are associated with a
reduction in breast cancer risk. For example, the green tea polyphenol epigallocatechin-3 gallate has been found to inhibit cell
growth via Her2/neu oncoprotein inhibition in mammary tumor cells (Pianetti at al., 2002). Furthermore, upregulation and
stimulation of the vitamin D receptor by vitamin D, the polyphenol resveratrol (found in red wine) and the phytoestrogen
genistein (found in soy) can suppress breast cancer cell growth (Welsh et al., 2003).

Prevention Trials

NCl-sponsored clinical trials in breast cancer prevention have led to an increased understanding of breast cancer risk factors
and effective strategies for the reduction of disease incidence in pre- and postmenopausal women. Current clinical trials address
strategies to prevent primary breast cancers in high-risk patients as well as secondary malignancies in breast cancer survivors.

Several clinical trials are addressing the use of SERMs for the prevention of breast cancer in high-risk women. The Breast
Cancer Prevention Trial, conducted by the NSABP, revealed a 49% reduction in breast cancer incidence among the high-risk
participants taking tamoxifen versus those taking a placebo (Fisher et al., 1998). Although women taking tamoxifen were at a
slightly greater risk for endometrial cancer, they were at no greater risk for heart attack and had fewer bone fractures of the hip,
wrist, and spine than women taking the placebo. In 1998, the FDA approved tamoxifen for use by high-risk women for breast
cancer chemoprevention. As a follow-up, the NSABP is conducting the Study of Tamoxifen and Raloxifene (STAR) trial to
determine if the osteoporosis prevention drug raloxifene can reduce breast cancer incidence as well as tamoxifen, but with fewer
side effects, in high-risk postmenopausal women. Approximately 19,000 volunteers are participating in this trial at more than
500 centers across the United States, Puerto Rico, and Canada.

Retinoids comprise another class of agents currently being investigated for breast cancer prevention. Retrospective analysis of
data from one NCI-funded trial revealed that compared with untreated women, there were fewer second breast malignancies in
premenopausal women, but not in postmenopausal women, randomized to the retinoid, fenretinide (Veronesi et al., 1999). In
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addition, a significant decrease of circulating insulin-like growth factor (IGF)-1, a known risk factor for premenopausal breast
cancer, was observed after 1 year of fenretinide administration in premenopausal women with breast cancer (Decensi et al.,
2001). These results, along with preclinical studies of new generations of retinoids, support the continued evaluation of these
compounds for the prevention of breast cancer, particularly among premenopausal women.

Continuing Needs and Evolution

The above summary of initiatives and accomplishments indicates that much progress has been made, but additional knowledge
is needed to further reduce the incidence of breast cancer. The Breast Cancer Prevention Trial of tamoxifen in women at
increased risk of breast cancer showed a 49% overall reduction in breast cancers in women who took tamoxifen for 5 years.
ER-positive, invasive breast cancer cases were reduced by 70%; however, the tamoxifen intervention had little impact on the
incidence of ER-negative breast cancer. Thus, an intervention strategy that reduces the incidence of both ER-positive and
ER-negative breast cancer is a priority. Such a result might be achieved by combining a SERM with a second agent. As noted
above, a number of small trials using such combinations are in progress, and mechanistic studies are under way to delineate the
targets of suppression for pathways involved in both ER-positive and ER-negative disease.

In addition to the focus on targeted interventions, more specific methods of identifying breast cancer risk would greatly
enhance the efficiency of definitive Phase III prevention trials, which currently require large numbers of women to be followed
for many years. It is possible for a woman to enter a large trial like STAR if her risk of developing breast cancer over the 5 years
from entry is 1.7% or more. A more reliable method for identifying women at risk would facilitate the conduct of large trials
by reducing the number of participants required to enroll in the study.

Work is also being directed to determine why some of the women who use preventive interventions like tamoxifen develop
breast cancer in spite of the intervention. For those women who are identified as eligible for an intervention to reduce breast
cancer risk, a further goal is to reliably identify the subset of women who are most likely to benefit from the intervention.
Targeted agents with increased specificity are expected to reduce unnecessary intervention.

Finally, it is a focus of prevention research to identify specific modifications of lifestyle, such as changes in diet and exercise
patterns, which can be used to reduce breast cancer risk throughout life. This approach allows intervention at a much earlier
stage of breast development for longer periods of time, avoiding some of the toxicities and cost that accompany pharmacologic
interventions that are likely to be used later in life.
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Chapter 6:

Early Detection, Diagnosis, and Prognosis of
Breast Cancer: NCl’'s Investment and Recent
Progress

In the coming decade, we should strive to develop noninvasive methods for detecting and characterizing
with certainty precancerous and cancerous breast lesions when they are small and more easily treated.
Charting the Course: Priorities for Breast Cancer Research

Research has shown that early detection, in combination with effective treatment, can reduce mortality from breast cancer. The
steady drop in breast cancer mortality rates since the early 1990s has, to a great extent, been due to improvements in screening
and treatment. NCI is supporting research on early detection to improve the technologies and practices of early screening

and minimize the invasiveness of procedures. Research on diagnosis and prognosis is aimed at improving the accuracy of
predictions regarding the course of disease and selecting the most appropriate interventions.

Recent research supported by NCI has identified many novel biomarkers for breast cancer, as well as new imaging technologies
that may enhance mammography or serve as alternatives to it. For example, to develop and evaluate the feasibility of novel
image acquisition or enhancement methods, NCI has issued a program announcement, Development of Novel Imaging
Technologies, and is sponsoring the Diagnostic Imaging Network—American College of Radiology Imaging Network (ACRIN),
a multi-institution network for cooperative studies. In addition, the Institute’s Innovative Technologies for the Molecular
Analysis of Cancer program supports the application of novel and emerging molecular analysis technologies in cancer research,
including the identification of molecular markers. NCI’s Exploratory Studies in Cancer Detection, Prognosis, and Prediction
are exploring innovative strategies for the early detection of cancer, assessment of cancer prognosis, or prediction of response to
cancer treatment.

In its 1998 report, the Breast Cancer PRG identified nine priorities that deal with important research topics in early detection,
diagnosis, and prognosis of breast cancer. Five of these priorities address the need in cancer imaging to: determine the potential
of newer imaging technologies to better detect and diagnose clinically significant breast disease, determine whether computer-
aided technologies can further improve the interpretation of conventional mammography, identify the imaging characteristics
of breast lesions detected by newer imaging technologies, develop standardized interpretation rules to identify these lesions
using these modalities, determine whether early detection by any imaging modality truly changes the mortality from breast
cancer, and develop new methods to diagnose clinically significant breast disease and predict clinical outcomes. Four of the
PRG priorities focus on serum and tissue analyses: use tumor-specific biomarkers as functional imaging agents to improve the
performance of imaging modalities; identify biomarkers that predict the clinical outcome of precancerous and cancerous breast
lesions that are left untreated, as well as the response of precancerous and cancerous breast lesions to specific types of therapy;
and interpret and use information on the complex phenotypes of breast lesions that involve abnormalities in many biomarkers
simultaneously.

The NCI has been responsive to the PRG priorities related to the early detection, diagnosis, and prognosis of breast cancer.
NClI-sponsored research has recently assessed the use of novel imaging technologies to serve as alternatives or adjuncts to
mammography or to increase the sensitivity and specificity of mammography. Researchers have also identified numerous novel
biologic markers that may serve as screening tests for the diagnosis and management of breast cancer, assess a patient’s risk of
developing an initial or secondary breast cancer, and predict the probable course of the disease and whether it will respond to a
given therapy. Additionally, recent reports prepared by the Breast Screening Working Group and the Breast Cancer Surveillance
Consortium evaluated screening practices and presented ongoing challenges and future opportunities to improve breast cancer
screening (see Chapter 8 for more details).
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Figure 6-1. NCl’s extramural investment in research on
breast cancer early detection, diagnosis, and prognosis:
1998-2003 (in millions of dollars)

Table 6-1. NCI Efforts Responsive to PRG Priorities and Opportunities
in Early Detection, Diagnosis, and Prognosis?

PRG Priority:

)
Determine the potential of newer imaging E 100
technologies (e.g., magnetic resonance ne_: 80 {— - —— = .\.
imaging, positron emission tomography, digital - 60
mammography, mammoscintigraphy, sentinel § 40
lymph node localization/sampling, magnetic g
resonance elastography, electrical impedance a 20
imaging, microwave spectroscopy, and near- g', 0 | | | | |

infrared spectroscopy) to detect and diagnose

clinically significant breast disease better than

is currently done by physical examination and
conventional mammography.

1998 1999 2000 2001 2002 2003
Year

NCI Efforts:

B In FY2003, examples of active areas of investigation included positron emission tomography (PET) cameras with
optimized geometry for detecting breast cancer or axillary node involvement, an integrated ultrasound and digital x-
ray imaging system for screening and diagnostic mammography, breast cancer metabolic imaging with near-infrared
light, and analytical solution techniques to improve magnetic resonance elastography.

B Examples of clinical trials addressing this priority included the following:

+ Comparison of Positron Emitter Iodine I 124 Iododeoxyuridine with Fludeoxyglucose F 18 (F-18 2-Fluoro-2-
Deoxy-(D)-Glucose) as Tracer for Glycolysis on Scans and in Tumor Samples in Patients With Advanced Breast

Cancer (MSKCC-97046)

a. Some of the original PRG priorities are addressed jointly in Table 6-1 because these priorities address partially overlapping issues and they are relevant to many of

the same research projects and initiatives.

1 A project may map to more than one PRG priority and therefore be represented in more than one figure. Projects active in 2003 are listed in Appendix B (Tables B-24 to
B-32) by Principal Investigator’s name for each PRG priority.
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+ Diagnostic Study of Magnetic Resonance Imaging in Evaluating the Contralateral Breast of Women with a Recent
Unilateral Diagnosis of Breast Cancer (ACRIN-6667)

+ Randomized Screening and Diagnostic Study of Digital Mammography Versus Screen-Film Mammography in the
Detection of Breast Cancer in Women (ACRIN 6652)

+ Pilot Diagnostic Study of Fludeoxyglucose F 18 Positron Emission Tomography for Preoperative Evaluation of
Women with Primary or Recurrent Breast Cancer (MSKCC-01134)

¢ Screening Study of Breast Imaging Outcome Measures and Phase of Menstrual Cycle in Women at High Genetic
Risk of Breast Cancer (NCI-01-C-0008)

B On September 26, 2002, NCI sponsored the Third Inter-Institute Workshop on Diagnostic Optical Imaging and
Spectroscopy: The Clinical Adventure. On February 6-7, 2003, NCI sponsored the 4#h National Forum on Biomedical

Imaging in Oncology.

® NCI initiatives addressing this priority included the Bioengineering Research Grants, Breast Specialized Programs
of Research Excellence (SPOREs), Cancer Imaging Program (CIP), Development of Novel Technologies for 7z Vivo
Imaging, and Diagnostic Imaging Network—American College of Radiology Imaging Network (ACRIN).

PRG Priority: a 25
Can computer-aided technologies further 3 20 |
improve the interpretation of conventional E o
mammography? o 15
b =
)
NCI Efforts: g 10
5
® In FY2003, examples of active areas of ® 5
investigation included studies to improveand 2
test the performance and robustness of several 1998 1999 2000 2001 2002 2003
computer-aided diagnosis (CAD) schemes Year

for mammography; a content-based search

engine that displays lesions of known pathology, making artificial neural network (ANN) output more reliable for
computer processing; and CAD methodology for extracting information related to the spatial structure of the breast
from ipsilateral views.

m Examples of clinical trials addressing this priority included the following:

+ Randomized Screening and Diagnostic Study of Digital Mammography Versus Screen-Film Mammography in the
Detection of Breast Cancer in Women (ACRIN-6652)

+ Screening and Diagnostic Study of Magnetic Resonance Imaging in Women with Suspected Breast Cancer

(UPCC-ACR-6884)
+ Diagnostic Study of Magnetic Resonance Imaging in Women With Suspected Breast Tumors (UPCC-ACR-6883).

B On September 26, 2002, NCI sponsored the Third Inter-Institute Workshop on Diagnostic Optical Imaging
and Spectroscopy: The Clinical Adventure. On February 6-7, 2003, NCI sponsored the 4th National Forum on
Biomedical Imaging in Oncology

® NCI initiatives addressing this priority included the Cancer Imaging Program, Development of Novel Technologies
for In Vivo Imaging, Diagnostic Imaging Network—American College of Radiology Imaging Network (ACRIN), and
Exploratory/Developmental Grants for Diagnostic Cancer Imaging.
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1998 1999 2000 2001 2002 2003

NCI Efforts:
Year

B In FY2003, examples of active areas of
investigation included computer models that combine mammography and breast ultrasound findings to identify breast
masses that are probably benign; a unilateral method of obtaining rapid dynamic and high-spatial-resolution, contrast-
enhanced breast MRI data; the integration of gray-scale ultrasound and Doppler imaging to diagnose breast cancers;
and the use of thermal information as an adjunct to mammography for equivocal mammography results.

B Examples of clinical trials addressing this priority included the following:

+ Radiolabeled 99mTechnetium-Dextran (99T cm-Dextran) With Isosulfan Blue Prior to Resection of the Sentinel
Lymph Node in Breast Cancer Patients (UCLA-HSPC-960629301)

+ Diagnostic Study of Positron Emission Tomography in Patients With Stage II-IV or Recurrent Breast Cancer
(NCI-94-C-0151)

+ Pilot Screening Study of Breast Imaging Outcome Measures in Women at High Genetic Risk of Breast Cancer
(NCI-01-C-0009)

B On February 6-7, 2003, NCI sponsored the 4th National Forum on Biomedical Imaging in Oncology.

B NCI initiatives addressing this priority included the Cancer Imaging Program (CIP), the Cancer Research Network
(CRN), and Diagnostic Imaging Network—American College of Radiology Imaging Network (ACRIN).

PRG Priority: P 20
3
Can tumor-specific biomarkers be identified and used -5 16 _
as imaging agents to improve the performance of any x /
. . < sh ke 12 ‘\
imaging modality? e
NCI Efforts: 2
. . . 2]
® In FY2003, examples of active areas of investigation & 4
included near-infrared-emitting, fluorochrome- =z 0

conjugated metabolite probes capable of imaging
in vivo metabolic function in real time, monitoring
tumor neovascularity using contrast-enhanced
ultrasound imaging modes, estrogens labeled with
fluorine-18 and carbon-11 as imaging agents for estrogen receptor-positive tumors, and near-infrared-fluorescent
contrast agents and optical imaging for sentinel lymph node mapping 77 vivo.

1998 1999 2000 2001 2002 2003
Year

b The priority was changed from the original “Can tumor-specific biomarkers be identified and used as contrast agents to improve the performance of any imaging
modality?”
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B NClI initiatives addressing this priority incl;uded the Cancer Imaging Program (CIP), the Cancer Research Small
Grant Program, the Early Detection Research Network, and 7z Vive Cellular and Molecular Imaging Centers
(ICMICs).
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Does early detection by any imaging modality
truly change the mortality from breast cancer?

NCI Efforts:

B In FY2003, examples of active areas of

NCI-Supported Projects
™

investigation included several long-term data 0

collection and linkage efforts to measure 1998 1999 2000 2001 2002 2003
the accuracy and outcomes of screening Year

mammography.

B The NCI initiative addressing this priority was the International Breast Cancer Screening Network (IBSN).
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breast disease and predict clinical outcomes better
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than conventional histologic examination and the

40 -
30

few available biomarker assays (e.g., S-phase fraction,

NCI-Supported Projects

estrogen receptor, progesterone receptor, and c-erbB-2). 20
10
NCI Efforts: 0

1998 1999 2000 2001 2002 2003

B In FY2003, examples of active areas of investigation Vear

included radiolabeled gastrin-releasing, peptide

receptor-avid radiopharmaceuticals as site-directed agents to treat and/or diagnose patients with breast cancer; a novel
DNA chip for high-throughput analysis of promoter hypermethylation in primary tumors; microchip electrophoresis
technologies for molecular detection of cancer by tandem single-strand conformational polymorphism/heteroduplex
analysis; and multimarker, real-time reverse transcriptase-polymerase chain reaction (RT-PCR) detection of breast
cancer cells in lymph nodes of breast cancer patients to detect metastases.

B Examples of clinical trials addressing this priority included the following:

+ Diagnostic Randomized Study of Radioactive Seed Localized Breast Biopsy Versus Needle Localized Breast Biopsy in
Patients with Nonpalpable Breast Lesions (MCC-12114)

+ Pilot Study to Evaluate the Incidence of Clonal Hematopoiesis as a Marker of Genetic Damage Following Adjuvant
Chemotherapy for Stage II/III Breast Cancer (SWOG-59719)

B On January 7-8, 2002, NCI sponsored a workshop, Detection and Measurement of Occult Disease for the Prognosis of
Solid Tumors, to identify priorities for new clinical studies.

m NClI initiatives addressing this priority included Applications of Innovative Technologies for the Molecular Analysis of
Cancer; the Breast SPOREs; Cancer Prognosis and Prediction; Clinical Proteomics Program (CPP); Early Detection
Research Network; Exploratory Studies in Cancer Detection, Prognosis, and Prediction; Exploratory/Developmental
Grants for Diagnostic Cancer Imaging; Cancer Diagnosis Program; and Program for the Assessment of Clinical
Cancer Tests.
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of therapy (i.e., predictive factors) with a high degree of
certainty? (STR-C) Year
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NCI Efforts:
B In FY2003, examples of active areas of investigation relevant to the following priorities included:

¢ Both STR-B and STR-C: the development of markers of apoptosis and cell proliferation, a probe for accurate
sentinel node localization without the need for the radioactive technetium tracer, iz vivo measurements of tumor
metabolism to predict and evaluate response to therapy, a comprehensive gene expression profile to compare sets
of lymph node-negative breast cancer, and an evaluation of the perinucleolar compartment as a prognostic and
predictive tumor marker.

+ STR-B: the angiogenesis status in invasive ductal carcinoma of the breast by immunohistochemistry and magnetic
resonance imaging (MRI), changes in the apparent diffusion coefficient of tissue water in response to chemotherapy
as a marker for apoptosis, and probes as imaging agents for the epidermal growth factor receptor (EGFR).

¢ STR-C: cancer chemoprevention by a set of phytochemicals, quantitative analysis of the expression of the molecule
Her2/neu on breast tissue biopsies, and a functional cloning strategy to identify Taxol resistance-inducing genes.

B Examples of clinical trials addressing these priorities included the following:

+ Diagnostic Study of Contrast-Enhanced Magnetic Resonance Imaging and Correlative Molecular Studies in Women
With Locally Advanced Breast Cancer Who Are Receiving Neoadjuvant Chemotherapy (CALGB-150007)

B On October 14-16, 2001, NCI’s Cancer Biomarkers Research Group sponsored the 2nd Annual Scientific Workshop
of the Early Detection Research Network (EDRN). On January 7-8, 2002, NCI sponsored a workshop, Detection and
Measurement of Occult Disease for the Prognosis of Solid Tumors, to identify priorities for new clinical studies.

B NCI initiatives addressing this priority included the Breast SPOREs; Cancer Prognosis and Prediction; Clinical
Proteomics Program (CPP); Early Detection Research Network; Exploratory Studies in Cancer Detection, Prognosis,
and Prediction; Cancer Diagnosis Program; and Program for the Assessment of Clinical Cancer Tests.

PRG Priority: g %0
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Year
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diagnostic tests for breast cancer, prognostic modeling for patients with high-risk primary breast cancer, and assays
using expression-based markers to detect circulating breast cancer cells.

® Examples of clinical trials addressing these priorities included the following:

+ Diagnostic and Genetic Study of Breast Duct Lavage, Breast Duct Endoscopy, and DNA Gene Expression Profiling
in Women With Ipsilateral Breast Cancer Versus Healthy Women Who Are Not at High Risk for Breast Cancer
(NCI-02-C-0077B)

¢ Phase II Pilot Study of cDNA Microarray as a Measure of Tumor Response to Neoadjuvant Docetaxel and
Capecitabine Followed by Surgery and Adjuvant Doxorubicin and Cyclophosphamide in Patients With Stage II or
IIT Breast Cancer (NCI-00-C-0149)

B On October 14-16, 2001, NCI's Cancer Biomarkers Research Group sponsored the 2nd Annual Scientific Workshop
of the Early Detection Research Network (EDRN). On January 7-8, 2002, NCI sponsored a workshop, Detection and
Measurement of Occult Disease for the Prognosis of Solid Tumors, to identify priorities for new clinical studies.

® NClI initiatives addressing this priority included the Breast SPOREs; Cancer Prognosis and Prediction; Clinical
Proteomics Program (CPP); Early Detection Research Network; Exploratory Studies in Cancer Detection, Prognosis,
and Prediction; Cooperative Breast Cancer Tissue Resource; Cancer Diagnosis Program; Program for the Assessment
of Clinical Cancer Tests; and Director’s Challenge: Toward a Molecular Classification of Tumors.

Additional Breast Cancer Early Detection, % 60
Diagnosis, and Prognosis Projects '%" 50 —l
NCI Efforts: - 2 —
g 30
B In FY2003, examples of active areas of S 20
investigation included biological markers of breast & 10
cancer and tamoxifen response; mammaglobin, a g 0
Z

breast-specific gene, as a marker for the detection

of breast cancer; a diagnostic device that measures
optical and electrical properties of tissue near the

tip of a 20-gauge needle probe; and an integrated
model of disease history linked to submodels portraying modifiable points in the cancer control process, including
early detection and methods to enhance diagnosis.

1998 1999 2000 2001 2002 2003
Year

The initiatives relevant to research on breast cancer early detection, diagnosis, and prognosis between FY1998 and 2003
include the following list of general initiatives that are described in Table 2-1* (Chapter 2) and the category-specific initiatives
that are listed and described in Table 6-2:3

B Aging Women and Breast Cancer

m Applications of Innovative Technologies for the Molecular Analysis of Cancer

B Bioengineering Research Grants

B Bioengineering Research Partnerships

2 Initiatives that impact multiple categories of breast cancer research.

3 Initiatives that are unique to the early detection, diagnosis, and prognosis research category.
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Breast and Ovarian Cancer Family Registries (CFRs)

Breast Cancer Faculty

Breast Cancer Surveillance Consortium (BCSC)

Cancer Biomedical Informatics Grid (caBIG)

Cancer Centers Program

Cancer Genome Anatomy Project (CGAP)

Cancer Imaging Program (CIP)
Cancer Molecular Analysis Project (CMAP)

Cancer Prognosis and Prediction

Cancer Research Network (CRN)

Cancer Research Small Grant Program

Cancer Research Training, Career Development, and Education Opportunities

Clinical Trials Cooperative Group Program

Cooperative Breast Cancer Tissue Resource (CBCTR)
Cooperative Human Tissue Network (CHTN)

Correlative Studies Using Specimens From Multi-Institutional Treatment Trials

Director’s Challenge: Toward a Molecular Classification of Tumors

Exploratory Grants for Correlative Laboratory Studies and Clinical Trials

Improving DNA, RNA and Protein Availability in Fixed Tissue

Insight Awards to Stamp Out Breast Cancer

Integrating Aging and Cancer Research

Interdisciplinary Research Teams for Molecular Target Assessment

International Breast Cancer Screening Network

In Vivo Cellular and Molecular Imaging Centers (ICMICs)

Minority Institution/Cancer Center Partnership (MI/CCP)
NCI Center for Bioinformatics (NCICB)

Program for Assessment of Clinical Cancer Tests (PACCT)
Shared Pathology Informatics Network (SPIN)

Shared Resources for Scientists Outside NCI Cancer Centers

Small Animal Imaging Resource Program (SAIRP)

Small Grants Program for Cancer Epidemiology

Specialized Programs of Research Excellence (SPORESs) in Breast Cancer

Specimen Resource Locator
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B Technologies for Comprehensive, Sensitive, and Quantitative Protein Analysis in Human Tumors

B Therapeutic Modulation of Angiogenesis in Disease

B Unconventional Innovations Program (UIP)

Table 6-2. NCI Initiatives Relevant to Breast Cancer Research: Early Detection, Diagnosis, and Prognosis®

Initiatives Relevant to Breast Cancer Research

® Development of Digital Mammography Displays and Workstations (PA-99-082; PA-99-083)

+ Overview: Supports advances in the state of the art in digital mammography displays and workstation design to
obtain the full potential of digital mammography for improved breast cancer diagnosis.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, five projects relevant to breast cancer
research were supported through this PA. One of these projects was active in 2003 and can be found in Appendix B,
Table B24, by searching for the PA number.

Initiatives with Breast Cancer-Relevant Components

B Cancer Diagnosis Program (http://www.cancerdiagnosis.nci.nih.gov/)

+ Overview: Stimulates and supports diagnostics research, resources, and improved technologies to guide the choice of
treatment for cancer patients.

+ Relevant Projects Resulting From This Initiative:

Breast Cancer Diagnosis: Blood-Cell Multigene Signatures

The Perinucleolar Compartment as Breast Cancer Marker

Multimarker Detection of Breast Metastases in PET Nodes

Prognostic Modeling of High-Risk Primary Breast Cancer

® Clinical Proteomics Program (CPP) (http://ncifdaproteomics.com/index.php)

¢ Overview: Facilitates the invention, development, and employment of proteomic technologies for translational
bench-to-bedside cancer treatment applications. CPP is supported by both the NCI and U.S. Food and Drug
Administration.

+ Relevant Technologies Resulting From This Initiative: The CPP strives to improve early cancer detection
technologies and develop new approaches to more effectively determine product safety, potency, and purity. Two
exciting new technologies have been developed:

Reverse-Phase Protein Microarrays for Signal Pathway Profiling and Phosphoproteomics

Serum Proteomic Pattern Diagnostics for Blood-Based Detection of Cancer

B Development of Clinical Imaging Drug Enhancers (DCIDE) (http://www3.cancer.gov/bip/DCID_des.htm)

+ Overview: Expedites and facilitates the development of promising investigational imaging enhancers (contrast
agents) or molecular probes from the laboratory to Investigational New Drug status.

¢ Relevant Products Resulting From This Initiative: New imaging reagents for PET and MRI detection of tumor
angiogenesis are being evaluated.

a. Lists of the projects derived from initiatives can be found on the online Supplement to the Breast Cancer Progress Report: Initiative Database.
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B Development of Novel Technologies for /z Vivo Imaging (PAR-01-101; PAR-01-102)

¢ Overview: Facilitates the development of novel imaging technologies for early detection, screening, diagnosis, or
image-guided treatment of cancer and environmentally induced disease, as well as clinical evaluation studies that are
limited to proof of concept.

¢ Relevant Research Projects Resulting From These PAs: Between 1998 and 2003, 27 projects relevant to breast cancer
research were supported through these PAs. Specific projects can be found in Appendix B, Tables B24-B27, B29,
B30, and B33, by searching for these and the previously issued PA numbers (PAR-00-089 and PAR-00-090).

B Diagnostic Imaging Network—American College of Radiology Imaging Network (ACRIN) (http://www.acrin.org/)

+ Overview: Facilitating cooperative studies in diagnostic imaging. ACRIN is a multi-institutional network that
is developing productive interfaces with industrial sources of new imaging technologies and has the capacity to
perform pilot studies and randomized, controlled trials to assess the value of imaging innovations in the practice of
oncology.

+ Relevant Clinical Trials Resulting From This Initiative: Current clinical protocols are published on the ACRIN Web

site and include four breast cancer trials:

Contrast-Enhanced Breast MRI for Evaluation of Patients Undergoing Neoadjuvant Treatment for Locally Advanced
Breast Cancer

Digital Versus Film-Screen Mammography

MRI Evaluation of the Contralateral Breast in Women With a Recent Diagnosis of Breast Cancer

Screening Breast Ultrasound in High-Risk Women

B Early Detection Research Network (EDRN) (http://www3.cancer.gov/prevention/cbrg/edrn)

+ Overview: Collaboratively develops and tests promising biomarkers and technologies, with rapid dissemination
of results. The consortium currently includes: 18 biomarker development laboratories, with 4 that address breast
cancer; 3 biomarker validation laboratories; 9 clinical and epidemiologic centers, with 1 that addresses breast cancer,
and a single data management and coordinating center. The EDRN organization includes a Breast and Gynecologic
Cancer Collaborative Group.

¢ Relevant Projects Resulting From This Initiative: Between 1998 and 2003, six projects relevant to breast cancer
research were supported through this initiative. Specific projects can be found in Appendix B, Tables B2, B7, B9,
B15, and B29-B31, by searching for the RFA number (RFA-CA-98-028).

B Exploratory/Developmental Grants for Diagnostic Cancer Imaging (PA-01-030)
+ Overview: Supports highly innovative research concepts in diagnostic cancer imaging.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, 35 projects relevant to breast cancer
research were supported through this PA. Specific projects can be found in Appendix B, Tables B24-B27, B29, and
B33, by searching for this PA number and the previously issued PA number (PA-98-008).

B Exploratory Studies in Cancer Detection, Prognosis and Prediction (PA-03-003)

+ Overview: Promotes the initial evaluation of molecular or cellular characteristics in human specimens and/or the
development of assays that may result in important advances in the detection, diagnosis, and treatment of cancers.

+ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, eight projects relevant to breast cancer
research were supported through this PA. Specific projects can be found in Appendix B, Tables B2, B4, B7, B9, B15,
B29-B31, and B30, by searching for the PA number and the previously issued PA number (PA-01-010).

6-10 Chapter 6: Early Detection, Diagnosis, and Prognosis


http://grants.nih.gov/grants/guide/pa-files/PAR-01-101.html
http://grants.nih.gov/grants/guide/pa-files/PAR-01-102.html
http://www.acrin.org/
http://www.acrin.org/pdf_file2.html?file=protocol_docs/A6657partial_summary.pdf
http://www.acrin.org/pdf_file2.html?file=protocol_docs/A6657partial_summary.pdf
http://www.acrin.org/files/protocol_docs/A6652partial_summary.pdf
http://www.acrin.org/files/protocol_docs/A6667partial_summary.pdf
http://www.acrin.org/files/protocol_docs/A6666partial_summary.pdf
http://www3.cancer.gov/prevention/cbrg/edrn
http://www3.cancer.gov/prevention/cbrg/edrn/bgyn.html
http://www3.cancer.gov/prevention/cbrg/edrn/bgyn.html
http://grants.nih.gov/grants/guide/pa-files/PA-01-030.html
http://grants.nih.gov/grants/guide/pa-files/PA-03-003.html

NCI Breast Cancer Progress Report October 2004

m Exploratory Studies in Cancer Diagnostics (PA-98-022)

+ Overview: Provides support for research to identify novel molecular or cellular abnormalities in tumors that will be
useful for cancer diagnosis.

+ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, nine projects relevant to breast cancer
research were supported through this PA.

B Gene Expression Data Portal (GEDP) (http://gedp.nci.nih.gov/dc/index.jsp)

¢ Overview: Facilitates microarray research through publicly available online data annotation and analysis tools and
stores microarray data for sharing with the research community.

¢ Relevant Research Products Maintained through This Initiative: Relevant data are available for the following research
areas:

Multiclass Cancer Diagnosis Using Tumor Gene Expression Signatures
Initiating Oncogenic Event Determines Gene-Expression Patterns Of Human Breast Cancer Models
Initiating Oncogenic Events Determines Gene-Expression Patterns Of Breast Cancer Models—C3(1)/SV40Tag
Initiating Oncogenic Events Determines Gene-Expression Patterns Of Breast Cancer Models—MMTV-c-myc
Initiating Oncogenic Events Determines Gene-Expression Patterns Of Breast Cancer Models—MMTV-HA-ras
Initiating Oncogenic Events Determines Gene-Expression Patterns Of Breast Cancer Models—-MMTV-neu
Initiating Oncogenic Events Determines Gene-Expression Patterns Of Breast Cancer Models—MMTV-PyMT
Initiating Oncogenic Events Determines Gene-Expression Patterns Of Breast Cancer Models—WAP-SV40(Tag)
Secretory Activation in Wild-Type Mice From Preg12 to Lac9

B Innovative Technologies for the Molecular Analysis of Cancer (PAR-01-105; PAR-01-104)

+ Overview: Supports development of novel technologies for the molecular analysis of cancers and their host
environment through basic, clinical, and epidemiological research.

¢ Relevant Research Projects Resulting From These PAs: Between 1998 and 2003, 34 projects relevant to breast cancer
research were supported through these PAs. Specific projects can be found in Appendix B, Tables B1-B3 and B29-
B32, by searching for these and the previously issued PA numbers (PAR-98-066, PAR-98-067, PAR-99-100, and
PAR-99-101).

® Tissue Array Research Program (TARP) (http://ccr.cancer.gov/tech_initiatives/tarp)

+ Overview: Develops and disseminates Multi-Tumor Tissue Microarray slides and related technology to cancer
research investigators.

+ Relevant Resource Resulting From This Initiative: TARP distributes a Breast and Ovarian Cancer Array containing
65 well-annotated breast adenocarcinoma samples that can be used for immunofluorescence, iz situ hybridization,
immunohistochemistry, and histochemistry applications. Related protocols are also available on the TARP Web site.

b. Lists of the projects derived from initiatives can be found on the online Supplement to the Breast Cancer Progress Report: Initiative Database.
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Ongoing NCI Research: Recent Progress in Breast Cancer Early
Detection, Diagnosis, and Prognosis

Imaging Technologies

Breast cancer screening and detection methods have improved as technological advances have occurred. Novel imaging devices
are now available in digital formats that can be read, analyzed, stored, and shared by health care providers.

One alternative to mammography that is currently being investigated is PET, a molecular imaging method that provides
information on a tumor’s biology using radioactive tracers to evaluate viability and glucose metabolism (using fluoro-deoxy-
glucose [FDG]), oxygen status, and estrogen receptor status. In a recent prospective multicenter study on the role of FDG-PET
in axillary node staging, researchers found that FDG-PET is moderately accurate for detecting axillary metastasis although
false-negative axillae resulted from nodal metastases being smaller and fewer in number than true-positive axillae (Wahl et al.,
2004). PET techniques are being used to evaluate the changes in blood flow and metabolism in locally advanced breast cancer
following neoadjuvant therapy (Mankoff et al., 2003). PET has also been used for detecting increased tumor uptake of FDG

to predict whether patients with estrogen receptor (ER)-positive metastatic breast cancer will respond to antiestrogen therapy

(Dehdashti et al., 1999).

Another technology, MRI, is being used increasingly to characterize suspicious breast lesions detected on mammography and
to monitor response to therapy. Although contrast-enhanced MRI has high sensitivity, its signal characteristics are not quite
specific for cancer. Researchers are therefore exploring the possibility of developing and using a tissue signature method for
identification and classification of normal and abnormal breast tissue (Jacobs et al., 2003). The use of MRI to evaluate response
of breast cancer to hormonal therapy is also under investigation (Bogin and Degan, 2002). Furthermore, researchers are using
streptavidin-conjugated superparamagnetic nanoparticles as targeted MR functional imaging agents to conduct cellular studies
of the Her2/neu receptor, which plays a significant role in staging and treating breast cancer (Artemov et al., 2003).

Computers are being used as analytic and knowledge-enhancing tools to improve the diagnostic accuracy of breast imaging. For
example, investigators have evaluated the effectiveness of a convolution neural network (CNN) optimized with an automated
technique to improve the accuracy of a microcalcification detection computer program, in comparison with manually selected
CNN. The sensitivity for the optimized CNN was 93%, compared with 87% for the manually selected CNN. The authors
concluded that an optimized CNN can reduce false-positive findings and improve the accuracy of a computer-aided detection
system (Gurcan et al., 2002).

Investigators have also analyzed an automated estimation analysis tool to estimate mammographic breast density (Zhou et
al., 2001). The computer misclassified only 6% of the breast regions and produced highly accurate results for the remaining
mammograms. This technique might be useful for estimating risk or for monitoring breast density changes in prevention or
intervention programs.

Biologic Markers

As a result of powerful new molecular technologies, studies of biologic markers have significantly increased. Biologic markers
have been detected in human serum, breast nipple aspirate fluid, and tissue samples. The following NCI-supported research
represents examples of biologic markers for breast cancer that may become clinically useful.

The mammaglobin gene encodes a 10 kDa glycoprotein, and in normal adult tissues, mammaglobin mRNA expression has
been detected only in the mammary gland. Researchers found that 80% of all primary and metastatic breast tumors were
strongly immunopositive for mammaglobin protein, and staining was independent of tumor grade (Fleming and Watson,
2000). When researchers used a monoclonal antibody-based assay to monitor the presence of mammaglobin in serum, they
found elevated levels in sera of patients with breast cancer compared to the sera of healthy women (Fanger et al., 2002). These
results indicate that mammaglobin protein and mRNA in clinical samples might be useful markers for primary, metastatic, and
occult breast cancer and that mammaglobin might provide a rapid screening test for the diagnosis and management of breast
cancer.
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The epidermal growth factor receptor (EGFR) family of growth factor receptor tyrosine kinases includes EGFR and ErbB-2,
which is overexpressed in about one-third of breast cancers. ErbB-2 and EGFR may mediate motility through signaling that
enables changes in the actin cytoskeleton, and this motility may depend on the coexpression of gelsolin, an actin-binding
protein. When the expression of ErbB-2, EGFR, and gelsolin was analyzed in archival invasive breast cancers, researchers found
that tumor gelsolin was associated with overexpression of ErbB-2 and EGFR, as well as an aggressive tumor phenotype (Thor
etal., 2001). Gelsolin coexpression might be an important prognostic factor in patients with ErbB-2-positive, EGFR-negative
breast cancer.

2,6-cyclolycopene-1,5-diol is the major oxidation product of lycopene in human serum. Researchers used high-performance
liquid chromatography with electrochemical detection to quantify 2,6-cyclolycopene-1,5-diol and lycopene in plasma and
breast nipple aspirate fluid (NAF). Levels of 2,6-cyclolycopene-1,5-diol and 8-isoprostane (a marker of lipid oxidation) were
higher in NAF than in plasma and are consistent with high levels of oxidative stress in the breast (Chen and Djuric, 2002).
Therefore, oxidized lycopene metabolites may serve as markers of oxidative stress.

Combinations of markers are now proving to be stronger predictors of recurrence than single markers. Examination of gene
expression using cDNA microarrays has resulted in the identification of clusters of expressed genes that are associated with
different types of breast tumors (Perou et al., 2000) and with risk of recurrence (Sorlie et al., 2001). These data have been used
to develop an RT-PCR-based test that generates a risk score (Paik et al., 2003), and the Breast Intergroup is preparing to test
this risk score prospectively in a large Phase III trial.

Research on novel biomarkers now offers the possibility of predicting which patients with ER-positive breast cancer will
respond to tamoxifen, an important systemic treatment for this type of cancer. One study has shown that pretreatment
levels of ER significantly predicted response to tamoxifen treatment; by multivariate analysis, it was associated with 27 times
the likelihood of response (Chang et al., 2000). Another study showed that high expression levels of AIb1 (SRC-3), an ER
coactivator, in patients not receiving adjuvant tamoxifen therapy was associated with better prognosis and longer disease-free
survival, while high AIb1 expression in patients receiving tamoxifen therapy was associated with worse disease-free survival,
indicating tamoxifen resistance (Osborne et al., 2003). Thus, AIb1 might be an important diagnostic and therapeutic target.

Continuing Needs and Evolution

Screening film mammography has the best sensitivity and specificity of any existing breast cancer screening tool, but it still
needs refinement. In addition, several technologies are being examined for their role in breast cancer detection and diagnosis.
For example, researchers are advancing computer-aided diagnostic methods in the hope of improving their reproducibility

for consistently accurate diagnosis of breast cancer. Investigations are continuing to assess the utility of MRI for finding

small breast lesions that may be missed in mammograms, producing better images of dense or augmented breast tissue, and
helping with treatment staging and follow-up. Additional biomarkers are being identified for the various stages of breast
cancer development, and research is addressing their potential for risk assessment, screening, and diagnosis. As more and better
markers are discovered, it may become possible to develop bioassays that can detect the presence of breast cancer or precancer
and predict its clinical course.
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Chapter 7:
Breast Cancer Treatment: NCl’s Investment and
Recent Progress

The goal of breast cancer treatment research is to dramatically improve management and outcome of
all stages of the disease. Charting the Course: Priorities for Breast Cancer Research

Research leading to improved cancer treatment plays a prominent role in NCI’s cancer portfolio. Treatment research aims to
identify and exploit the most promising areas of science and technology to yield important new information that will lead to
better therapeutic interventions. It spans activities ranging from discovery of new interventions in the laboratory, to preclinical
testing of safety and efficacy in animal models, to phased clinical trials in cancer patients.

In its 1998 report, the Breast Cancer PRG identified several goals for treatment research that, if met, would dramatically
improve the management and outcome of all stages of breast disease. These goals included increasing disease-free and overall
survival, improving patient outcomes, lowering the incidence of secondary breast cancers, and improving access to the highest-
quality medical care for all Americans. The PRG recognized that achieving these endpoints would require improvement in
several areas and outlined five priorities in breast cancer treatment research that could guide this effort. For both localized and
advanced breast cancer, the PRG stressed the importance of:

B Developing innovative biological approaches for the treatment of breast cancer

B Developing the expertise required for modern clinical investigation

W Facilitating the design and conduct of large-scale clinical trials

B Learning more about breast cancer biology to better predict the clinical course of disease and response to therapy
® Increasing public access to information regarding treatment options and clinical trials

The NCI has been responsive to these PRG priorities. In the years since the release of the PRG report, the NCI has supported a
wide range of research projects, training programs, and clinical trials that address these treatment-related priorities. As a resul,
there has been an increase in the number of effective therapeutic drugs in clinical practice, the number of ongoing breast cancer
clinical trials testing new agents, and the rate of patient accrual to these clinical trials. One of the most notable advancements
over the past 5 years in breast cancer treatment has been the shift in focus from using high-dose systemic chemotherapy
regimens to the development of targeted therapies that are more effective and less toxic. The field of targeted therapeutics was
pioneered by the monoclonal antibody-based drug, trastuzumab (Herceptin®), which was approved in 1998 for treatment of
Her2-overexpressing metastatic breast cancer. In the ensuing years, several other classes of novel anticancer drugs and targeted
delivery systems, including aromatase inhibitors and immunoliposomal vehicles, have been developed and are currently
undergoing preclinical and clinical testing. In 1999, the aromatase inhibitor exemestane (Aromasin®) was approved for the
treatment of breast cancer in postmenopausal women whose disease has progressed following tamoxifen therapy, making it the
fourth aromatase inhibitor approved by the U.S. Food and Drug Administration (FDA) for the treatment of breast cancer.

Since the release of the 1998 PRG report, NCI has sponsored a major report that is relevant to recommendations of the Breast
Cancer PRG for treatment. The report, National Institutes of Health Consensus Development Conference Statement: Adjuvant
Therapy for Breast Cancer, November 1-3, 2000,' summarizes currently available data on the use of adjuvant therapy for breast
cancer. A 14-member panel developed conclusions based on evidence presented by experts in medical oncology, radiation
oncology, biostatistics, epidemiology, surgical oncology, and clinical trials. The panel concluded that women should only
receive adjuvant hormonal therapy if their tumors express hormone-receptor protein. Most women with localized breast cancer
should receive adjuvant polychemotherapy, regardless of lymph node, menopausal, or hormone-receptor status, because it

1 Published in the Journal of the National Cancer Institute. 2001 Jul 4;93(13):979-89.
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improves survival. The panel also pointed to the critical need for trials to evaluate the role of adjuvant chemotherapy in women
older than 70 years and the impact of its side effects on quality of life.
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From FY1998 to 2003, the NCI’s extramural investment 3 60
in research on breast cancer treatment has increased _s 40
from $52.0 million to $108.2 million (Figure 7-1). = 20
This increase in funding corresponds to increases in the 0 - ‘ ‘ ‘ ‘ ‘
number of projects that are responsive to PRG priorities 1998 1999 2000 2001 2002 2003
in treatment research. Fiscal Year
Table 7-1 summarizes the NCI?S r.es.ponsiveness to the five N Figure 7-1. NCI's extramural investment in breast
Breast Cancer PRG research priorities for treatment. In addition, cancer treatment research:
NCT’s responsiveness to one of the original PRG priorities on 1998-2003 (in millions of dollars)

breast cancer genetics is summarized in Table 7-1.2

Table 7-1. NCI Efforts Responsive to PRG Priorities and Opportunities in Treatment

_— P
PRG Priority: 5 300
. o 5 250 -
How can we develop innovative biological g
approaches to the treatment of breast cancer, in - 290 ./r
the laboratory and via small (pilot) trials? § 150
2 100
NCI Efforts: >
@ 50
B In FY2003, examples of active areas of S 9

investigation included the association of a 1998 1999 2000 2001 2002 2003
novel gene (wzh3) with multidrug resistance;
specific immunotherapy with monoclonal
antibodies; novel cytotoxic products derived from marine sponges; biosynthesis of maytansinoids and analogs; drug
discovery by mirror image ligand display; combinatorial creation of new anticancer agents; synthesis of WS9885B,
a novel cytotoxic tubulin binder; novel therapeutic uses of phenylacetate in breast cancer; stress-induced bystander
effects in cancer treatment; and preclinical evaluation of a novel apoptosis-inducing antitumor agent (MX2060).

Year

® Examples of clinical trials addressing this priority included the following:

¢ Phase I Pilot Study of Her2/neu Intracellular Domain Protein-Pulsed Autologous Dendritic Cells in Patients With
Her2/neu Expressing Advanced Malignancies Showing No Evidence of Disease After Standard Treatment
(DUMC-1309-00-7R1

¢ Phase I Study of LMB-9 Immunotoxin in Patients With Advanced Colon, Breast, Non-Small Cell Lung, Bladder,
Pancreas, or Ovarian Cancer (MSGCC-9981)

¢ Phase I/II Randomized Study of Monoclonal Antibody CAL Versus Zoledronate in Women With Breast Cancer and
Bone Metastases (CWRU-080235)

2 A project may map to more than one PRG priority and therefore be represented in more than one figure. Projects active in 2003 are listed in Appendix B (Tables B-33 to
B-39) by Principal Investigator’s name for each PRG priority.
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+ Pilot Phase II study of sequential PANVAC-VF followed by the addition of docetaxel in metastatic breast cancer
(LOI 6977 approved)

+ Pilot Study to Evaluate Angiogenesis After Treatment With Bevacizumab (Anti-VEGF Humanized Monoclonal
Antibody) in Previously Untreated Patients With Inflammatory Breast Cancer or Locally Advanced Breast Cancer
(01-C-0173)

¢ Phase II Randomized Study of Anastrozole and Gefitinib Versus Fulvestrant and Gefitinib in Postmenopausal
Women With Recurrent or Metastatic Hormone Receptor-Positive Breast Cancer (ECOG-4101)

¢ Phase Ib/II Neoadjuvant Study of Tipifarnib, Docetaxel, and Capecitabine in Patients With Locally Advanced or
Metastatic Solid Tumors or Stage IIIA or IIIB Breast Cancer (NCI-5599)

B On September 28-29, 1999, NCI sponsored the first biannual National Cancer Institute-Cancer Therapy Evaluation
Program (CTEP) Drug Development Meeting. On January 31-February 1, 2001, NCI Sponsored the Workshop on
Potential Clinical Applications for GnRH Antagonists. On October 5-6, 2000, NCI sponsored a meeting on Novel
Molecular Targets for Cancer Therapy.

®m NClI initiatives addressing this priority included the Specialized Program of Research Excellence (SPORE) in Breast
Cancer, Cancer Drug Discovery: Diversity Generation and Smart Assays, Cancer Therapy-Related Use of Genetically
Engineered Mice, Clinical Proteomics Program (CPP), Exploratory Grants for Correlative Laboratory Studies and
Clinical Trials, Flexible System to Advance Innovative Research for Cancer Drug Discovery by Small Businesses
(FLAIR), Molecular Target Drug Discovery for Cancer, National Cooperative Drug Discovery Groups (NCDDGs),
Quick Trials for Novel Cancer Therapies, Rapid Access to Intervention Development (RAID) Program, Rapid Access
to NCI Discovery Resources (RAND), Therapeutic Modulation of Angiogenesis in Disease, and Unconventional
Innovations Program (UIP).

N
(&)
o

PRG Priority:

N
N
()]

How can we facilitate the design and conduct of

100 +— —l— ——p—— 8

large clinical trials in breast cancer, focusing on
the endpoints of longer disease-free and overall

survival, reduced treatment toxicity, reduced breast

)]
o

cancer incidence, and ease of delivery to the entire

NCI-Supported Projects
~
(@]

population (including rural patients, the elderly, 25

the economically disadvantaged, and members of 0

minority groups)? 1998 1999 2000 2001 2002 2003
Year

NCI Efforts:

® In FY2003, examples of active areas of investigation included enhancing Native American participation in
radiotherapy trials, understanding barriers to enrolling the elderly in cancer trials, evaluating cancer disparities among
Hispanic communities, adjuvant hormonal therapy for Vietnamese women with breast cancer, simultaneous thermo-
radiotherapy for breast carcinoma, and numerous trials conducted at clinical oncology program centers.

® Examples of clinical trials addressing this priority included the following:

+ Correlation of Menstrual Cycle Phase at the Time of Surgery With Disease-Free Survival in Premenopausal Women

With Stage I or II Breast Cancer (NCCTG-N9431)

¢ Phase III Randomized Study of Paclitaxel via One-Hour Infusion Every Week Versus 3-Hour Infusion Every 3
Weeks With or Without Trastuzumab (Herceptin®) in Women With Inoperable, Recurrent, or Metastatic Breast
Cancer With or Without Overexpression of Her2/nex (CLB-9840)
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¢ Phase III Prognostic Study of Sentinel Node and Bone Marrow Micrometastases in Women With Stage I or ITA
Breast Cancer (ACOSOG-70010)

¢ Phase IIT Randomized Study of Neoadjuvant Docetaxel and Carboplatin With Versus Without Trastuzumab
(Herceptin®) in Women With Locally Advanced Breast Cancer (UCLA-9911084)

¢ Phase IIT Randomized Study of Four Schedules of Adjuvant Doxorubicin, Cyclophosphamide, and Paclitaxel in
Patients With Node-Positive or High-Risk Node-Negative Breast Cancer (SWOG-50221)

+ Phase III Randomized Study of Letrozole Versus Placebo in Postmenopausal Women With Primary Breast Cancer
Who Have Completed at Least Five Years of Adjuvant Tamoxifen (MA.17)

+ Phase IIT Randomized Study of Sequential Chemotherapy Using Doxorubicin, Paclitaxel, and Cyclophosphamide
or Concurrent Doxorubicin and Cyclophosphamide Followed by Paclitaxel at 14 and 21 Day Intervals in Women
With Node-Positive Stage II or IIIA Breast Cancer (CALGB-9741).

®m NClI initiatives addressing this priority included the Cancer Trials Support Unit (CTSU), Clinical Trials Cooperative
Group Program, Community Clinical Oncology Program (CCOP), Cooperative Planning Grant for Cancer
Disparities Research Partnership, Expanded Participation Project (EPP), and Minority-Based Community Clinical
Oncology Program (MBCCOP).

60

PRG Priority: =

50

40 ‘/-A/
30

20 ./i/

10
0

How can we develop the expertise required for modern
clinical investigation?

NCI Efforts:

® In FY2003, examples of active areas of investigation
included a physician-scientist training program
for clinical investigation protocol development, 1998 1999 2000 2001 2002 2003
role of Her4 as a differentiation factor in breast Year
cancer, clinical research in stem cell transplantation,
education and training of surgical oncologists in the biologic basis of cancer and translational research, continued
funding for a quality assurance review center, training physician-scientists to develop specific targets for therapy based
on genetic and epigenetic alterations in cancer cells, semi-parametric and empirical process methods in oncology,
urban Latino and African-American cancer disparities project, and a workshop on the nuclear radiology of breast

NCI-Supported Projects

cancer.

B On November 1-3, 2000, NCI sponsored the Adjuvant Therapy for Breast Cancer-National Institutes of Health (NIH)
Consensus Development Conference. On April 26-28, 2000, NCI sponsored the NIH Selective Estrogen Receptor
Modulators (SERMs) Workshop. On October 5-6, 2000, NCI sponsored Novel Molecular Targets for Cancer Therapy.

B The Center for Cancer Research at NCI provides training programs for postdoctoral fellows that focus on translational
research projects in clinical oncology, cultural sensitivity training, and scientific management training.

B The recently introduced cancer Biomedical Informatics Grid (caBIG) is addressing some of these issues by assembling
basic and clinical informatics tools that can be used widely by the cancer research community. In addition, caBIG is
supporting the development of new tools by biomedical researchers.

®m NClI initiatives addressing this priority included Breast SPOREs; Cancer Research Training, Career Development and
Education Opportunities; Shared Resources for Scientists Outside NCI Cancer Centers; Special Populations Networks
(SPNs); and Translational Research Initiative (TRI).
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PRG Priority: g 120

o 100
How can we learn more about the biology of © o O
breast cancer for the purpose of predicting clinical &~ 80 /.___r
course and predicting response to therapy? £ 60

g. 40 - /./
NCI Efforts: s g

. ? 20

B In FY2003, examples of active areas of o 0

z

investigation included evaluation of biologic
endpoints and pharmacokinetics in patients
with metastatic breast cancer after treatment
with erlotinib, protein kinase C as a marker in tamoxifen-resistant breast cancer, defective estrogen receptors in
breast tumors, the role of proteinase-3 in apoptosis and drug resistance, identification of paclitaxel-resistance genes,
understanding how glutathione-s-transferase (GST) synergizes with the MRP toxin efflux transporter in multidrug
resistance, and genetic modulation of cellular radiation responses.

1998 1999 2000 2001 2002 2003
Year

On December 4-5, 2003, NCI sponsored the Linking Haplotypes and Genetic Variation With Cancer Risk Assessment,
Prevention, Detection, and Treatment Workshop.

Clinical trials and related programs addressing this priority include:

¢ Phase II Pilot Study of cDNA Microarray as a Measure of Tumor Response to Neoadjuvant Docetaxel and
Capecitabine Followed by Surgery and Adjuvant Doxorubicin and Cyclophosphamide in Patients With Stage II or
III Breast Cancer (NCI-00-C-0149)

+ Program for the Assessment of Clinical Cancer Tests (PACCT)

B NCI initiatives addressing this priority included the Cancer Molecular Analysis Project (CMAP), Cancer Prognosis

and Prediction, and the Cooperative Human Tissue Network (CHTN).

PRG Priority: % 50
Access to accurate information on treatment S 40
options, including available clinical trials, is critical & 4-/.
for patients, their families, and providers. E 30 l/./
S 20
NCI Efforts: o ._./
. @ 10
B In FY2003, examples of active areas of &
investigation included the Urban Latino z 0
African-American Cancer Disparities Project, 1998 1999 2000 2001 2002 2003
education and collaboration to enhance breast Year

cancer care, the Partnership to Increase Hispanic

Cancer Research Education, breast cancer patients’ treatment preferences, enhancing Native American participation
in radiotherapy trials, training minority scientists in research, overcoming barriers to early-phase clinical trials,
educational and outreach approaches for cancer prevention, and improving cancer outcomes for African Americans.

On August 27-29, 2003, NCI cosponsored the Trans-HHS Cancer Health Disparities Progress Review Group
Roundtable.

NCI resources that provide information about various types of cancer treatment options, including available clinical
trials, include the Cancer Information Service (CIS), the NCI Publications Locator, and caMATCH, a computerized
system for matching breast cancer patients with trials.
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®m NClI initiatives addressing this priority included the cancer Biomedical Informatics Grid (caBIG), Community
Clinical Oncology Program (CCOP), Expanded Participation Project (EPP), Minority-Based Community Clinical
Oncology Program (MBCCOP), Special Populations Networks (SPNs), and the Cancer Trials Support Unit.

PRG Priority: 4

Are different recommendations for extent of surgery 3
or reconstruction appropriate for women with an

inherited predisposition?*

NCI Efforts:

NCI-Supported Projects
- N
N
N

B In FY2003, an active area of investigation was
the national prospective study of risk-reducing 1998 1999 2000 2001 2002 2003
salpingo-oophorectomy and ovarian screening

. L Year
among women at increased genetic risk of breast

and ovarian cancer.

m NCI-funded researchers participate in the Prevention and Observation of Surgical End Points (PROSE) study group,
an international clinical outcomes collaboration addressing the effectiveness of surgery on women with inherited

predisposition to breast cancer.

®m NCI initiatives addressing this priority included the Cancer Genetics Network (CGN) and Cancer Genetics Services
Directory.

25
20 /I\./I\
1 4/I’ LI
10 -

Additional Breast Cancer Treatment Projects

NCI Efforts:

B In FY2003, examples of active areas of investigation
included percutaneous removal and margin ablation
for breast cancer; induction of cell cycle arrest by

NCI-Supported Projects

clotrimazole—an inhibitor of RNA translation °

initiation; the role of the acetyltransferase 300 in 0 : : : :
cellular responses; p21 transcriptional inhibitors as 1998 1999 2000 2001 2002 2003
proapoptotic compounds; healing touch, immunity, Year

and fatigue in breast cancer; grp78 and hypersensitivity
to DNA cross-linking agents; and interleukin-10 for breast cancer therapy.

m Clinical trials and related programs addressing this priority include:

¢ Phase II Randomized Study of Metronomic Low-Dose Cyclophosphamide and Methotrexate With or Without
Bevacizumab in Women With Metastatic Breast Cancer (DFCI-03083).

B Rescarch in the emerging area of image-guided therapies included magnetic resonance (MR) methods for guiding
thermal therapy, anatomic and biologic staging of breast disease with MRI, integrated ultrasonic systems for
noninvasive therapy, and MR-guided surgery and radiation therapy.

a. This priority was part of the Genetics section in the original Breast Cancer PRG report.
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Clinical trials comprised a large part of the NCI's responsiveness to PRG priorities related to breast cancer treatment. A
search of the Physician’s Data Query Clinical Trials database for NCl-sponsored breast cancer treatment protocols identified
nearly 300 clinical trials that were active between 1998 and 2003.> More than 130 of these trials were Phase I or Phase 11
investigations of innovative biological approaches for breast cancer treatment, and another 55 were large-scale clinical trials.

The initiatives that impacted breast cancer treatment research between 1998 and 2003 include the following list of general
initiatives that are described in Table 2-1,% as well as the category-specific initiatives described in Table 7-2.°

B Aging Women and Breast Cancer

B Applications of Innovative Technologies for the Molecular Analysis of Cancer

Basic and Preclinical Research on Complementary Alternative Medicine

Bioengineering Research Grants

Bioengineering Research Partnerships

Breast and Ovarian Cancer Family Registries

Breast Cancer Faculty

Cancer Biomedical Informatics Grid (caBIG)

Cancer Centers Program

Cancer Imaging Program (CIP)
Cancer Molecular Analysis Project (CMAP)

Cancer Prognosis and Prediction

Cancer Research Training, Career Development, and Education Opportunities

Clinical Trials Cooperative Group Program

Community Clinical Oncology Program (CCOP)

Cooperative Breast Cancer Tissue Resource (CBCTR)
Cooperative Human Tissue Network (CHTN)

Correlative Studies Using Specimens From Multi-Institutional Treatment Trials

Developmental/Pilot Projects in Cancer Complementary and Alternative Medicine

Exploratory Grants for Correlative Laboratory Studies and Clinical Trials

Flexible System to Advance Innovative Research for Cancer Drug Discovery by Small Businesses (FLAIR)

Insight Awards to Stamp Out Breast Cancer

Integrating Aging and Cancer Research

Interdisciplinary Research Teams for Molecular Target Assessment

In Vivo Cellular and Molecular Imaging Centers (ICMICs)

(S

An NCl-sponsored clinical trial in the Physician Data Query (PDQ) database meets one or more of the following criteria: the protocol (1) has been reviewed and approved
by NCI's CTEP Protocol Review Committee or by an approved NCI-designated Cancer Center Protocol Review and Monitoring System; and/or (2) receives support
through an NCI grant or cooperative agreement. Information on ongoing treatment trials for the different stages of breast cancer can be obtained via the NCI’s Clinical
Trials Web page. To limit a search to only those trials that are sponsored by the NCI, it is necessary to use the advanced search function.

4 Initiatives that impact multiple categories of breast cancer research.

5 Initiatives that are unique to the treatment chapter.
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Minority Institution/Cancer Center Partnership (MI/CCP)
Minority-Based Community Clinical Oncology Program (MBCCOP)

Molecular Target Drug Discovery for Cancer

NCI Center for Bioinformatics (NCICB)

Nonmammalian Organisms as Models for Anticancer Drug Discovery
Program for the Assessment of Clinical Cancer Tests (PACCT)
Shared Pathology Informatics Network (SPIN)

Shared Resources for Scientists Outside NCI Cancer Centers

Small-Animal Imaging Resource Program (SAIRP)

Small Grants Program in Cancer Epidemiology

Special Populations Networks (SPNs)

Specialized Programs of Research Excellence (SPOREs) in Breast Cancer

Specimen Resource Locator

Therapeutic Modulation of Angiogenesis in Disease

Unconventional Innovations Program (UIP)

Table 7-2. NCI Initiatives Relevant to Breast Cancer Research: Treatment?

Initiatives With Breast Cancer-Relevant Components
B Cancer Drug Discovery: Diversity Generation and Smart Assays (RFA-CA-98-009)

+ Opverview: Supports multidisciplinary teams of chemists and biologists who propose novel approaches to discover
classes of compounds with potential anticancer activity.

¢ Relevant Projects Resulting From This RFA: Between 1998 and 2003, two projects relevant to breast cancer research
were supported through this RFA. Specific projects can be found in Appendix B, Table B33, by searching for the
current RFA number and the previously issued RFA number (RFA-97-000).

B Cancer Therapy-Related Use of Genetically Engineered Mice (PAR-02-051)
+ Overview: Supports the use of genetically engineered mouse models for cancer therapy-related goals.

+ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, one project relevant to breast cancer
research was supported through this PA:

Transgenic Mice as Models for Antivascular Therapy
B Cancer Trials Support Unit (CTSU) (http://www.ctsu.org)

+ Overview: Supports a national network of physicians to participate in NCl-sponsored Phase III clinical trials.
Cooperative Clinical Trials Group sites within the United States and Canada are eligible for participation in the
CTSU. In addition, the CTSU is now open to physicians and institutions in the United States that are not affiliated
with a Cooperative Group.

a Lists of the projects derived from initiatives can be found on the online Supplement to the Breast Cancer Progress Report: Initiative Database.
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+ Relevant Clinical Protocols Resulting From This Initiative: Current CTSU-listed protocols for breast cancer include:

Phase III Randomized Study of Axillary Lymph Node Dissection in Women With Stage I or IIA Breast Cancer Who
Have a Positive Sentinel Node (ACOSOG-70011)

Phase III Randomized Study of Adjuvant Cyclophosphamide and Doxorubicin Versus Paclitaxel in Women With
Node-Negative Breast Cancer (CALGB-40101)

Phase III Randomized Trial of Adjuvant Chemotherapy Comprising Standard Cyclophosphamide, Methotrexate,
and Fluorouracil (CMF) or Doxorubicin and Cyclophosphamide (AC) Versus Oral Capecitabine in Elderly Women
With Operable Adenocarcinoma of the Breast (CALGB-49907)

Phase III Randomized Study of Paclitaxel With or Without Bevacizumab in Patients With Locally Recurrent or
Metastatic Breast Cancer (ECOG-2100)

Phase III Randomized Study of Ovarian Function Suppression in Combination With Tamoxifen Versus Ovarian
Function Suppression in Combination With Exemestane Versus Tamoxifen Alone in Premenopausal Women With

Endocrine-Responsive Breast Cancer (IBCSG-24-02)

Phase III Randomized Study of Triptorelin and Exemestane Versus Triptorelin and Tamoxifen in Premenopausal
Women With Endocrine-Responsive Breast Cancer (IBCSG-25-02)

Phase III Randomized Study of Ovarian-Function Suppression and Tamoxifen or Exemestane With Versus Without
Adjuvant Chemotherapy in Premenopausal Women With Endocrine-Responsive Resected Breast Cancer

(IBCSG-26-02)

Phase III Randomized Study of Adjuvant Breast Radiotherapy With or Without Regional Radiotherapy in Women
With Previously Resected, Early-Stage Invasive Breast Cancer (CAN-NCIC-MA20)

Phase III Randomized Study of Adjuvant Cyclophosphamide, Epirubicin, and Fluorouracil Versus
Cyclophosphamide, Epirubicin, Filgrastim (G-CSF), and Epoetin Alfa Followed by Paclitaxel Versus
Cyclophosphamide and Doxorubicin Followed by Paclitaxel in Premenopausal or Early Postmenopausal Women
With Previously Resected Node-Positive or High-Risk Node-Negative Stage I-IIIB Breast Cancer
(CAN-NCIC-MA21)

Phase III Randomized Adjuvant Study of Exemestane Versus Anastrozole With or Without Celecoxib in
Postmenopausal Women With Receptor-Positive Primary Breast Cancer (CAN-NCIC-MA27)

Phase III Randomized Study of Adjuvant Doxorubicin and Cyclophosphamide Followed by Docetaxel Versus
Doxorubicin and Docetaxel Versus Doxorubicin, Docetaxel, and Cyclophosphamide in Women With Breast Cancer
and Positive Axillary Lymph Nodes (NSABP-B-30)

Phase III Randomized Study of Adjuvant Clodronate With or Without Systemic Chemotherapy and/or Tamoxifen
in Women With Early-Stage Breast Cancer (NSABP-B-34)

Phase III Randomized Study of Anastrozole Versus Tamoxifen in Postmenopausal Women With Ductal Carcinoma
In Situ of the Breast Undergoing Lumpectomy and Radiotherapy (NSABP-B-35)

Phase III Randomized Study of Whole-Breast Radiotherapy Versus Observation With or Without Optional
Tamoxifen in Women With Good-Risk Ductal Carcinoma /7 Situ of the Breast (RTOG-9804)

Phase III Randomized Study of Standard Neoadjuvant Doxorubicin and Cyclophosphamide Followed by Weekly
Paclitaxel Versus Weekly Doxorubicin and Daily Oral Cyclophosphamide With Filgrastim (G-CSF) Followed by
Weekly Paclitaxel in Women With Inflammatory or Locally Advanced Breast Cancer (SWOG-50012)
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Phase III Randomized Study of Four Schedules of Adjuvant Doxorubicin, Cyclophosphamide, and Paclitaxel in
Patients With Node-Positive or High-Risk Node-Negative Breast Cancer (SWOG-50221)

m Central Institutional Review Board (CIRB) (http://www.ncicirb.org/)

+ Overview: Supports an innovative approach to human subjects protection through a “facilitated review” process
that can streamline local Institutional Review Board (IRB) reviews of national multicenter cancer treatment trials. A
pilot project is currently sponsored by the NCI in consultation with the Department of Health and Human Services
Office of Human Research Protections.

¢ Relevant Results From This PA: Ten Cooperative Group-sponsored treatment protocols relevant to breast cancer
have been approved by the CIRB since its inception in 2001.

B Clinical Cancer Therapy Research (PA-02-002)

+ Overview: Supports the translation of clinical cancer research insights and the development of new agents into
innovative cancer therapeutic studies.

¢ Relevant Projects Resulting From This PA: Between 1998 and 2003, four projects relevant to breast cancer research
were supported through this PA. Specific projects can be found in Appendix B, Tables B6 and B33, by searching for
the current PA number and the previously issued PA numbers (PA-99-046 and PA-92-069).

m Cooperative Planning Grant for Cancer Disparities Research Partnership (RFA-CA-03-018)

+ Overview: Supports the planning, development, and conduct of radiation oncology clinical research trials in
institutions that care for a disproportionate number of medically underserved, low-income, ethnic, and minority
populations but have not been traditionally involved in NCI-sponsored research.

¢ Relevant Projects Resulting From This RFA: Between 1998 and 2003, five projects relevant to breast cancer research
were supported through this RFA. Specific projects can be found in Appendix B, Tables B34, B35, B37, B45, and
B51, by searching for the current RFA number and the previously issued RFA number (RFA-CA-02-002).

B Development and Application of Imaging in Therapeutic Studies (RFA-CA-98-024)

+ Overview: Supports research projects that apply imaging technologies in the assessment of investigational cancer
therapeutic agents.

¢ Relevant Projects Resulting From This RFA: Between 1998 and 2003, two projects relevant to breast cancer research
were supported through this RFA.®

B Expanded Participation Project (EPP) (http://spitfire.emmes.com/study/epp)

¢ Overview: Supports a demonstration project for providing broader access to Cooperative Group Phase III trials for
breast and three other cancer types.

¢ Relevant Programs Resulting From This Initiative: Twenty-eight participating institutions have centralized access to
data from nine closed Phase III clinical trials on breast cancer.

m National Cooperative Drug Discovery Groups (NCDDGs) (http://dtp.nci.nih.gov/branches/gcob/gcob_web3.html)

+ Overview: Supports broad, innovative, multidisciplinary approaches to the discovery of new synthetic or natural
source-derived anticancer drugs.

¢ Relevant Projects Resulting From This Initiative: Between 1998 and 2003, six projects relevant to breast cancer
research were supported through this PA. Specific projects can be found in Appendix B, Table B33, by searching for
the RFA numbers RFA-CA-99-010, RFA-CA-95-020, and RFA-CA-94-007.

b Lists of the projects derived from initiatives can be found on the online Supplement to the Breast Cancer Progress Report: Initiative Database.
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B Quick Trials for Novel Cancer Therapies (PAR-03-005)

+ Overview: Supports the rapid development of new therapeutic approaches and the assessment of these agents in
pilot, Phase I, and Phase II cancer clinical trials through an accelerated review and funding process.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, 11 projects relevant to breast cancer
research were supported through this PA. Specific projects can be found in Appendix B, Tables B24, B26, B33, B30,
B39, and B51, by searching for the current PA number and the previously issued PA numbers (PA-00-047 and PA-
99-070).

B Rapid Access to Intervention Development (RAID) Program (http://dtp.nci.nih.gov/docs/raid/raid_index.html)

¢ Overview: Supports the translation of novel, scientifically meritorious therapeutic interventions from the academic
community to the clinic.

¢ Relevant Research Projects Resulting From This Initiative: Descriptions of RAID projects that have reached
completion are available on the RAID Web site. To date, two breast cancer-relevant projects have been completed:

A Study of Safety and Immunological Response of Immunotherapy in Patients With Solid Tumors
Chemo-Immunotherapy for Metastatic Breast Cancer Treatment

B Rapid Access to NCI Discovery Resources (RAND) (http://dtp.nci.nih.gov/docs/rand/rand_index.html)

+ Overview: Supports academic and nonprofit investigators in the discovery of small molecules, biologics, or natural
products with the potential for anticancer activity through such mechanisms as the development of high-throughput
screening assays, computer modeling, recombinant target protein production and characterization, and chemical
library generation.

¢ Relevant Project Resulting From This Initiative: One project funded in the latest program cycle is using an MMTV-
neu mouse model of breast cancer to screen for indoleamine 2,3-dioxygenase (IDO) inhibitors that mediate tumor
regression.

B Translational Research Initiative (TRI) (http://ctep.cancer.gov/resources/trf-overview.html)

+ Overview: Supports correlative studies performed during the conduct of sponsored clinical trials of CTEP
Investigational New Drug (IND) agents.

¢ Relevant Programs Resulting From This Initiative: The TRI supports translational studies using samples from
patients who participate in Phase I and Phase II clinical trials. Among the TRI-approved and/or supported
protocols, the following are examples of clinical trials open exclusively to breast cancer patients:

A Phase I Study of GTI-2040 and Capecitabine in the Treatment of Metastatic Breast Cancer

A Phase Ib/II Neoadjuvant Trial of R115777 With Docetaxel and Capecitabine for Patients With Stage IIIA or I1IB
Breast Cancer

A Phase I-II Study of R115777 (Zarnestra) Plus Doxorubicin and Cyclophosphamide in Patients With Locally
Advanced Breast Cancer and Metastatic Breast Cancer (P5598)

A Phase I Study of Epothilone B Analog (BMS-247550) in Combination With Carboplatin in Recurrent and/or
Refractory Solid Tumors

A Phase II Trial of Primary Therapy With Bevacizumab and Docetaxel for Locally Advanced Breast Cancer

Phase II Study of Neoadjuvant Doxorubicin, Docetaxel, and Bcl-2 Antisense (Genasense) Therapy for Patients With
Locally Advanced Breast Cancer

Phase II Trial of STI571 in Metastatic Breast Cancer
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A Phase II Study of Depsipeptide in Patients With Metastatic Breast Cancer
A Phase II Study of Perifosine in Patients With Metastatic or Advanced Breast Cancer

Vaccination With Breast Cancer/Dendritic Cell Fusions in Conjunction With IL-12

Ongoing NCI Research: Progress in Breast Cancer Treatment

Progress in Preclinical Models

Recent advances in the development of transgenic mouse models displaying aspects of breast cancer disease progression have
led to changes in the way promising therapeutic agents are tested. NCI-supported scientists have developed a transgenic
mouse model of mammary cancer by expressing recombinant simian virus 40 early-region transforming sequences under the
regulatory control of the rat prostatic steroid-binding protein [C3(1)] gene. This strain of mice, termed C3(1)/SV40 Tag,
spontaneously develop tumors of the mammary epithelium without hormone supplementation or pregnancy (Maroulakou et
al., 1994). Tumor progression in these mice follows a predictable time course and replicates several important stages that occur
during human breast cancer progression, including noninvasive carcinoma, invasive carcinoma, and metastasis to bone. These
mice provide good preclinical models for testing therapeutic compounds and have been used to demonstrate the effectiveness
of several promising agents, including:

B Endostatin, which was shown to delay mammary tumor onset, inhibit the “angiogenic switch,” and decrease tumor burden
in these mice (Calvo et al., 2002).

® IL-12/pulse IL-2 treatment, which led to complete regression of established mammary carcinoma and prevented
neovascularization in developing lesions (Wigginton et al., 2001), and 2-difluoromethylornithine (DFMO) and
dehydroepiandrosterone (DHEA) combination, which was shown to inhibit mammary tumor progression in these mice
(Green et al., 2001).

In Situ Disease

In situ breast disease—viewed as either noninvasive breast cancer or a precancerous condition—was an uncommon diagnosis
until the widespread adoption of screening mammography. In 1998, about 18% of all new breast cancer diagnoses in the
United States were identified as ductal carcinoma 7z situ (DCIS). Because a subset of DCIS patients goes on to develop breast
cancer in the absence of treatment, the NCI has sponsored research on optimal treatment of 7 situ disease.

Although it was long thought that there was no role for postoperative therapy in the treatment of iz situ disease, results from
the B-24 trial conducted by the National Surgical Adjuvant Breast and Bowel Project (NSABP)—an NCI-funded clinical
trials cooperative group—revealed that postsurgical tamoxifen is effective at preventing both invasive and noninvasive cancers
in the ipsilateral (same) and contralateral (opposite) breasts of women with DCIS who have undergone breast conservation
surgery followed by radiation (Fisher et al., 1999). In June 2000, the FDA approved tamoxifen (Nolvodex®)—an antiestrogen
compound—as a postsurgical treatment for preventing invasive breast cancer in individuals with DCIS.

The NSABP B-35 trial is currently under way to determine whether postoperative anastrazole—a compound that prevents
synthesis of estrogen by inhibiting the enzyme aromatase—is more effective than tamoxifen in preventing subsequent
breast cancers in postmenopausal women with DCIS (Phase III Randomized Study of Anastrozole Versus Tamoxifen in
Postmenopausal Women with Ductal Carcinoma /7 Situ of the Breast Undergoing Lumpectomy and Radiotherapy).

Operable Disease

Operable breast cancer, encompassing node-negative Stage I and Stage II disease and node-positive Stage I and Stage IIA
disease, has traditionally been treated by a multimodal approach that includes surgery with or without subsequent radiation
therapy for local control and, when deemed appropriate, postsurgical adjuvant hormonal and/or chemotherapy for systemic
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control. NCl-sponsored researchers are attempting to refine all aspects of the traditional treatment paradigm: the specific
treatments that are deemed appropriate, the order in which the treatments are administered, the duration and doses at which
the treatments are administered, and the specific agents that are administered.

It has long been known that patients with operable node-positive disease are at higher risk for breast cancer recurrence than
patients with node-negative disease and that node-negative patients with large tumors are at higher risk than those with small
tumors. In the past, adjuvant therapy was not considered necessary for the majority of patients with node-negative breast
cancers. The combined results of several NSABP trials have shown that node-negative tumors do benefit from adjuvant
treatment (Fisher et al., 2001). In 235 estrogen receptor-negative patients, the 8-year relapse-free survival rate (RES) was 90%
in those who received surgery and adjuvant chemotherapy, compared with 81% in those who received surgery alone. In 1,024
estrogen receptor-positive patients, the 8-year RES was 95% in those who received standard chemotherapy with tamoxifen,
93% in those who received tamoxifen alone, and 86% in those who received no adjuvant treatment. In another analysis of
1,009 women with tumors less than 1 centimeter in size, it was found that the combination of radiation and tamoxifen was
more effective than either radiation or tamoxifen alone in reducing the ipsilateral recurrence rate following lumpectomy (Fisher
et al., 2002).

Recently, new diagnostic tests, developed in part from NCl-supported tumor banks in the Cooperative Groups, are refining
risk levels for patients with node-negative breast cancer. Women with node-negative breast cancer have an overall survival rate
of approximately 70% following surgery alone. Adjuvant chemotherapy can improve the outcome for women destined to
relapse. However, our inability to predict relapse has resulted in the overtreatment of a significant percentage of these women.
NCI began the PACCT (Program for Assessment of Clinical Cancer Tests), which brought together experts from across

the country to assist in the design of a trial to examine prognosis in node-negative tumors. As a result, the NCI-sponsored
Cooperative Group, NSABD, in collaboration with an industrial partner (Genomic Health, Inc.), developed the Oncotype
DXTM Breast Cancer Assay (Paik, 2003), which provides a recurrence score that correlates very well with 10-year disease-free
survival. The PACCT Working Group endorsed the use of the Oncotype DXTM Assay in the trial they are proposing for

women with node-negative tumors.

For patients with operable breast cancer, the order in which the various treatment modalities are administered has traditionally
been definitive surgery followed by adjuvant chemotherapy (when applicable), followed by radiation (when applicable), and
then tamoxifen (when applicable). In the past, preoperative or neoadjuvant therapy was reserved for patients with inoperable
breast cancer to render their tumors operable. Recent NCl-sponsored research is defining the role of preoperative systemic
therapies in patients with operable disease:

B Preoperative chemotherapy has demonstrated advantages over traditional postoperative adjuvant treatment and provides
an opportunity for accelerated drug development. The NSABP B-18 trial demonstrated equivalent outcomes when
chemotherapy is given before or after surgical resection of the primary breast tumor (Fisher et al., 1997). However, women
with large tumors who had the chemotherapy first were able to undergo breast-conserving surgery more often than their
counterparts. In addition, in this trial, the attainment of a pathologic complete remission (PCR) after four cycles of
preoperative chemotherapy was strongly predictive of improved outcome. Thus, PCR may serve as a surrogate endpoint,
thereby greatly accelerating the evaluation of new drugs and treatment approaches. This concept is being confirmed by
the ongoing NSABP B-27 trial, which has completed enrollment and has demonstrated a higher PCR rate when docetaxel
(Taxotere®) is given after the combination of doxorubicin (Adriamycin®) and cyclophosphamide (Bear et al., 2003). Disease-
free and overall survival results from this trial are awaited to confirm that patients attaining PCR have the best outcome. In
the interim, new trials are being designed by two Cooperative Groups to capitalize on this approach:

¢ The NClI-supported American College of Surgeons Oncology Group is testing whether preoperative hormonal therapy
can produce benefits for postmenopausal women with hormone-sensitive tumors, similar to that seen with preoperative
chemotherapy.

¢ The NSABP is evaluating new chemotherapy doublets following standard AC chemotherapy in a new preoperative clinical
trial.
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The trials described above will obtain tumor tissue before and after treatment to assess the genetic profile of the tumor and
any changes that occur with therapy. This research should lead to genetic tumor profiles that can predict response to specific
chemo-hormonal therapies.

NCl-sponsored clinical trials have continued to refine the doses, administration frequency, and duration of treatments used in
patients with operable breast cancer.

B Improvements in radiation therapy may lead to increased utilization of breast-conserving surgery and an improved quality
of life. Recent advances in radiation techniques have demonstrated that partial breast irradiation (PBI) given over 5 to 7
days may yield outcomes that are equivalent to the standard 6 weeks of external beam irradiation, which is typically given
over the course of 30 visits to a radiation oncology facility (Baglan et al., 2003; Arthur et al., 2003). Two NCI-sponsored
Cooperative Groups, NSABP and RTOG, are collaborating on a definitive trial in 3,000 women comparing standard whole-
breast irradiation to PBI.

B The NClI-sponsored C9741 trial, performed by The Breast Cancer Intergroup of North America (TBCI), demonstrated
that giving the same dose of chemotherapy drugs every 2 weeks instead of the standard every 3 weeks led to improved
disease-free and overall survival of women with node-positive breast cancer (Citron et al., 2003). This novel study actually
tested two concepts in one trial. The study used standard adjuvant chemotherapy drugs: doxorubin (A), cyclophosphamide
(C), and paclitaxel (T). It compared the combination of AC followed by T (AC®T) to the sequential administration of A
followed by T and then C (A®T®C) when given either every 2 weeks or every 3 weeks. There was no difference according
to whether the drugs were given together or in sequence, but the every-2-week schedule improved both disease-free survival
and overall survival at 36 months of median follow-up.

B The ongoing TBCI S0221 trial is determining whether there is benefit to using an even more “dose-dense” regimen. In
this trial, the now standard every-2-week AC®T regimen is being compared to daily and weekly administration schedules
(Phase III Randomized Study of Four Schedules of Adjuvant Doxorubicin, Cyclophosphamide, and Paclitaxel in Patients
With Node-Positive or High-Risk Node-Negative Breast Cancer).

Studies in patients with advanced breast cancer have shown prolonged survival following administration of hormonal therapies
that specifically aim to interfere with estrogen stimulation or other tumor growth factors. Recent NCl-sponsored research has
been directed at determining whether the therapies that prolong survival in patients with advanced disease are able to decrease
the rate of disease recurrence in patients with early breast cancer.

B Aromatase inhibitors (Als)—compounds that interfere with the synthesis of natural estrogen—were originally used as
second-line hormonal therapy in postmenopausal women with estrogen receptor (ER)-positive metastatic breast cancer and
later approved for first-line use, in lieu of tamoxifen, in the same patient group. Recent trials have shown that there is benefit
to using Als in adjuvant settings for women with ER-positive, early-stage disease. Ongoing and planned trials are addressing
priorities regarding the optimal duration of Al treatment, whether Als should replace tamoxifen or be used sequentially
following completion of tamoxifen therapy, and whether one Al is superior to others with respect to efficacy and toxicity.

B The MA.17 trial, led by the National Cancer Institute of Canada, enrolled over 5,000 women, the majority of whom came
from NCl-sponsored U.S. Cooperative Groups (Goss et al., 2003). The trial tested whether disease-free survival is extended
by the addition of an Al letrozole, after 5 years of adjuvant treatment with tamoxifen. Patients who were disease-free after
5 years of tamoxifen therapy were randomized to letrozole or placebo for 5 years. This study was stopped early because
significant decrease in recurrence was observed compared with the placebo group. While letrozole seemed to result in a slight
increase in osteoporosis, other side effects were generally mild and well tolerated. Further follow-up of long-term toxicity
will be important.

®m TBCI is leading the current MA.27 trial that directly compares two Als, anastrozole and exemestane, to compare the event-
free survival in postmenopausal women with receptor-positive breast cancer (Phase III Randomized Adjuvant Study of
Exemestane Versus Anastrozole With or Without Celecoxib in Postmenopausal Women With Receptor-Positive Primary
Breast Cancer).
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B In September 1998, trastuzumab (Herceptin®) was approved by the FDA for treatment of metastatic breast cancer. After
recognizing the effectiveness of Herceptin® in advanced breast cancer, NCI-supported Cooperative Groups moved quickly
to launch two adjuvant trials—N9831 (Phase III Randomized Study of Doxorubicin Plus Cyclophosphamide Followed by
Paclitaxel With or Without Trastuzumab [Herceptin] in Women With Her-2-Overexpressing Node-Positive or High-Risk
Node-Negative Breast Cancer) and NSABP B-31 (Phase III Randomized Study of Doxorubicin and Cyclophosphamide
Followed by Paclitaxel With or Without Trastuzumab [Herceptin] in Women With Node-Positive Breast Cancer That
Opverexpresses HER2)—to determine whether chemotherapy with Herceptin® is more effective than chemotherapy without

Herceptin® in tumors that overexpress Her2/neu.

B Bisphosphonates are agents that interfere with bone osteoclasts and are able to disrupt the development of bone metastases
from breast tumors. The bisphosphonate pamidronate (Aredia®) is approved in the U.S. for the treatment of advanced
metastatic disease. NSABP is performing a definitive trial to test whether the oral bisphosphonate, clodronate, would
prevent the development of bone metastases in the adjuvant setting (Phase III Randomized Study of Adjuvant Clodronate
With or Without Systemic Chemotherapy and/or Tamoxifen in Women With Early Stage Breast Cancer). In addition,
TBCI and NSABP are collaborating on a trial to compare clodronate, zoledronate, and ibandronate to determine whether
there is a preferable bisphosphonate for the prevention of breast cancer metastases.

Nonoperable Disease

Nonoperable breast cancer, encompassing Stage I1IB and metastatic Stage IV disease, is treated systemically with first-line
chemotherapy and/or hormonal agents. Second-line and subsequent treatments are attempted when first-line treatments are
ineffective or when progression occurs in patients who had previously shown full or partial responses.

Although metastatic breast cancer is considered incurable, considerable effort has been directed at identifying treatments that
prolong survival while maintaining quality of life. Patients with progressing metastatic breast cancer are generally the first
population in which novel approaches and agents are tested for efficacy. Some of the new treatments examined in recent NCI-
sponsored research include:

B The angiogenesis inhibitor, bevacizumab (Avastin®), in combination with paclitaxel as first-line treatment (Phase III
Randomized Study of Paclitaxel With or Without Bevacizumab in Patients With Locally Recurrent or Metastatic Breast

Cancer)

B The combination of fenretinide and tamoxifen (Phase III Randomized Study of Adjuvant Tamoxifen/Fenretinide Versus
Tamoxifen/Placebo in Postmenopausal Women With Receptor-Positive Breast Cancer [Zujewski et al, 1999])

B The retinoid alitretinoin in combination with tamoxifen (Lawrence et al., 2001)
B The combination of all-trans retinoic acid and tamoxifen (Budd et al., 1998)
B The cell-cycle kinase inhibitor flavoperidol (Tan and Swain, 2002)

B R11557 (Zarnestra®), an inhibitor of protein farnesylation, in combination with the aromatase inhibitor letrozole (Zujewski
et al, 2000)

B ZD1839 (Iressa®), an epidermal growth factor inhibitor, in combination with Herceptin® (Phase II Study of Trastuzumab
(Herceptin®) and Gefitinib in Patients With Metastatic Breast Cancer That Overexpresses Her2-neu).

B Her2/neu vaccines (Disis et al., 2004)

B Anti-MUC-1 monoclonal antibody (Phase I Study of Vaccination Comprising Recombinant Vaccinia-MUC-1 and
Recombinant Vaccinia-TRICOM Vaccine in Patients With Metastatic Breast Cancer)

B The apoptosis-inducing drug ceramide for treatment of cutaneous breast cancer (Phase II Study of Topical Ceramide Cream
in Women With Cutaneous Breast Cancer).

B Topotecan for advanced breast cancer (Levine et al., 1999)
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B Paclitaxel and carboplatin as first-line chemotherapy (Perez et al., 2000).

B The intracellular histamine antagonist N, N-diethyl-2-[4-(phenylmethyl) phenoxy] ethanamine (DPPE) and doxorubicin
for patients with anthracycline-naive metastatic breast cancer (Khoo et al., 1999).

Continuing Needs and Evolution

High priorities for breast cancer treatment research include the development of noninvasive approaches for primary breast
cancer ablation and the development of targeted agents that are specific for the various molecular subtypes of breast cancer.
Likewise, the discovery of nontoxic agents that block recently understood aspects of the estrogen receptor pathway is critical, as
these agents can potentially be used with existing hormonal therapies to improve treatment response rates. Furthermore, efforts
to understand patterns of drug sensitivity and resistance would be greatly facilitated by increasing the number of studies that
systematically collect tissue samples before and after various therapies.

New areas for development in treatment-based imaging include image-guided applications to enhance intervention efficacy and
integrating noninvasive imaging techniques to better appreciate the activity and mechanism of action of targeted therapies in
Phase I and II studies. Additionally, newer clinical trial studies may include: (1) large, randomized studies that assign specific
treatments based on new molecular parameters; (2) treatment studies in advanced disease based upon the early detection of
micrometastases; and (3) smaller adjuvant trials that use pathologic complete response as a definitive endpoint (once this
intermediate endpoint is established).

Progress in breast cancer treatment research would be enhanced by the establishment of standards of data collection that
facilitate inter-Institute collaboration, data sharing, and leveraging of projects. The recently established cancer Biomedical
Informatics Grid (caBIG) is a major development to facilitate these aims through standardization of computing tools,
language, and resources for use by the cancer and biomedical research community. In a similar vein, enrollment in breast
cancer treatment trials has been steadily improving over the past few years, ever since the establishment of the Cancer Trials
Support Unit (CTSU). Breast cancer accounts for over 50% of all enrollments via this new NCI mechanism. The CTSU allows
all qualified oncologists access to NCl-sponsored Phase III treatment trials, thereby speeding up the time to answer important
questions and enhancing patient access to innovative therapies.

NCI-Supported Research Referenced in Chapter 7

Arthur DW, Vicini FA, Kuske RR, Wazer DE, Nag S. Accelerated partial breast irradiation: an updated report from the
American Brachytherapy Society. Brachytherapy. 2003;2(2):124-130.

Baglan KL, Sharpe MB, Jaffray D, Frazier RC, Fayad ], Kestin LL, Remouchamps V, Martinez AA, Wong J, Vicini FA.
Accelerated partial breast irradiation using 3D conformal radiation therapy (3D-CRT). Int ] Radiat Oncol Biol Phys. 2003 Feb
1;55(2):302-311.

Bear HD, Anderson S, Brown A, Smith R, Mamounas EP, Fisher B, Margolese R, Theoret H, Soran A, Wickerham DI,
Wolmark N; National Surgical Adjuvant Breast and Bowel Project Protocol B-27. The effect on tumor response of adding
sequential preoperative docetaxel to preoperative doxorubicin and cyclophosphamide: preliminary results from National
Surgical Adjuvant Breast and Bowel Project Protocol B-27. J Clin Oncol. 2003 Nov 15;21(22):4165-4174.

Budd GT, Adamson PC, Gupta M, Homayoun P, Sandstrom SK, Murphy RE McLain D, Tuason L, Peereboom D, Bukowski
RM, Ganapathi R. Phase I/II trial of all-trans retinoic acid and tamoxifen in patients with advanced breast cancer. Clin Cancer

Res. 1998 Mar;4(3):635-642.

Calvo A, Yokoyama Y, Smith LE, Ali I, Shih SC, Feldman AL, Libutti SK, Sundaram R, Green JE. Inhibition of the mammary
carcinoma angiogenic switch in C3(1)/SV40 transgenic mice by a mutated form of human endostatin. Int ] Cancer. 2002 Sep
20;101(3):224-234.

7-16 Chapter 7: Treatment


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15062155
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12527042
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=14559892
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=14559892
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=9533531
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=9533531
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12209972

NCI Breast Cancer Progress Report October 2004

Citron ML, Berry DA, Cirrincione C, Hudis C, Winer EP, Gradishar W], Davidson NE, Martino S, Livingston R, Ingle N,
Perez EA, Carpenter |, Hurd D, Holland JF, Smith BL, Sartor CI, Leung EH, Abrams ], Schilsky RL, Muss HB, Norton L.
Randomized trial of dose-dense versus conventionally scheduled and sequential versus concurrent combination chemotherapy
as postoperative adjuvant treatment of node-positive primary breast cancer: first report of Intergroup Trial C9741/Cancer and

Leukemia Group B Trial 9741. J Clin Oncol. 2003 Apr 15;21(8):1431-1439.

Disis ML, Schiffman K, Guthrie K, Salazar LG, Knutson KL, Goodell V, dela Rosa C, Cheever MA. Effect of dose on immune
response in patients vaccinated with an Her2/neu intracellular domain protein-based vaccine. ] Clin Oncol. 2004 May
15;22(10):1916-1925.

Fisher B, Brown A, Mamounas E, Wieand S, Robidoux A, Margolese RG, Cruz AB Jr, Fisher ER, Wickerham DL, Wolmark

N, DeCillis A, Hoehn JL, Lees AW, Dimitrov NV. Effect of preoperative chemotherapy on local-regional disease in women
with operable breast cancer: findings from National Surgical Adjuvant Breast and Bowel Project B-18. ] Clin Oncol. 1997
Jul;15(7):2483-2493.

Fisher B Bryanr | Dlonqm 1] Wickerham DI, Mamonnas EP. Fisher ER MQI'O'OIPQP RG, Neshirr 1., Paik S, Pisansky TM

dea&ﬂ,ﬂmni&gmﬁd;mmﬂwmﬂm&dlm;ﬂ Tamoxifen, radiation therapy, or both for prevention of

ipsilateral breast tumor recurrence after lumpectomy in women with invasive breast cancers of one centimeter or less. ] Clin

Oncol. 2002 Oct 15;20(20):4141-4149.

Fisher B, Dignam [, Tan-Chiu E, Anderson S, Fisher ER, Witdliff L, Wolmark N. Prognosis and treatment of patients with
breast tumors of one centimeter or less and negative axillary lymph nodes. JNCI. 2001 Jan 17;93(2):112-120.

Fisher B, Dignam ], Wolmark N, Wickerham DL, Fisher ER, Mamounas E, Smith R, Begovic M, Dimitrov NV, Margolese
RG, Kardinal CG, Kavanah MT, Fehrenbacher L, Oishi RH. Tamoxifen in treatment of intraductal breast cancer: National
Surgical Adjuvant Breast and Bowel Project B-24 randomised controlled trial. Lancet. 1999 Jun 12;353(9169):1993-2000.

Goss PE, Ingle N, Martino S, Robert NJ, Muss HB, Piccart M], Castiglione M, Tu D, Shepherd LE, Pritchard KI, Livingston
RB, Davidson NE, Norton L, Perez EA, Abrams JS, Therasse P, Palmer M], Pater JL. A randomized trial of letrozole in
postmenopausal women after five years of tamoxifen therapy for early-stage breast cancer. N Engl ] Med. 2003 Nov 6;349(19):
1793-1802.

Green JE, Shibata MA, Shibata E, Moon RC, Anver MR, Kelloff G, Lubet R. 2-difluoromethylornithine and
dehydroepiandrosterone inhibit mammary tumor progression but not mammary or prostate tumor initiation in C3(1)/SV40
T/t-antigen transgenic mice. Cancer Res. 2001 Oct 15;61(20):7449-7455.

Khoo K, Brandes L, Reyno L, Arnold A, Dent S, Vandenberg T, Lebwohl D, Fisher B, Eisenhauer E. Phase II trial of N,N-
diethyl-2-[4-(phenylmethyl) phenoxy]ethanamine HCI and doxorubicin chemotherapy in metastatic breast cancer: A National
Cancer Institute of Canada clinical trials group study. ] Clin Oncol. 1999 Nov;17(11):3431-3437.

Lawrence JA, Adamson PC, Caruso R, Chow C, Kleiner D, Murphy RE Venzon D], Shovlin M, Noone M, Merino M,
Cowan KH, Kaiser M, O’Shaughnessy J, Zujewski J. Phase I clinical trial of alitretinoin and tamoxifen in breast cancer
patients: toxicity, pharmacokinetic, and biomarker evaluations. ] Clin Oncol. 2001 May 15;19(10):2754-2763.

Levine EG, Cirrincione CT, Szatrowski TP, Canellos G, Norton L, Henderson IC. Phase II trial of topotecan in advanced
breast cancer: a Cancer and Leukemia Group B study. Am ] Clin Oncol. 1999 Jun;22(3):218-222.

Maroulakou IG, Anver M, Garrett L, Green JE. Prostate and mammary adenocarcinoma in transgenic mice carrying a rat

C3(1) simian virus 40 large tumor antigen fusion gene. Proc Natl Acad Sci U S A. 1994 Nov 8;91(23):11236-11240.

Paik S. Clinical trial methods to discover and validate predictive markers for treatment response in cancer. Biotechnol Annu

Rev. 2003;9:259-267. Review.
Perez EA, Hillman DW, Stella P], Krook JE, Hartmann LC, Fitch TR, Hatfield AK, Mailliard JA, Nair S, Kardinal CG, Ingle

IN. A phase II study of paclitaxel plus carboplatin as first-line chemotherapy for women with metastatic breast carcinoma.
Cancer. 2000 Jan 1;88(1):124-131.

Chapter 7: Treatment 7-17


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12668651
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12668651
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15143085
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=9215816
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=9215816
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12377957
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12377957
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11208880
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10376613
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10376613
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=14551341
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=14551341
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11606379
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10550138
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11352969
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11352969
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10362325
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=7972041
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=14650930
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10618614
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10618614

October 2004 NCI Breast Cancer Progress Report

Tan AR, Swain SM. Review of flavopiridol, a cyclin-dependent kinase inhibitor, as breast cancer therapy. Semin Oncol. 2002
Jun;29(3 Suppl 11):77-85. Review.

Wigginton JM, Park JW, Gruys ME, Young HA, Jorcyk CL, Back TC, Brunda MJ, Strieter RM, Ward ], Green JE, Wiltrout
RH. Complete regression of established spontaneous mammary carcinoma and the therapeutic prevention of genetically
programmed neoplastic transition by IL-12/pulse IL-2: induction of local T cell infiltration, Fas/Fas ligand gene expression,
and mammary epithelial apoptosis. ] Immunol. 2001 Jan 15;166(2):1156-1168.

Wu K, Kim HT, Rodriquez JL, Munoz-Medellin D, Mohsin SK, Hilsenbeck SG, Lamph WW, Gottardis MM, Shirley MA,
Kuhn ]G, Green JE, Brown PH. 9-cis-Retinoic acid suppresses mammary tumorigenesis in C3(1)-simian virus 40 T antigen-

transgenic mice. Clin Cancer Res. 2000 Sep;6(9):3696-3704.

Zujewski J, Horak ID, Bol CJ, Woestenborghs R, Bowden C, End DW, Piotrovsky VK, Chiao ], Belly RT, Todd A, Kopp
WC, Kohler DR, Chow C, Noone M, Hakim FT, Larkin G, Gress RE, Nussenblatt RB, Kremer AB, Cowan KH. Phase I and
pharmacokinetic study of farnesyl protein transferase inhibitor R115777 in advanced cancer. ] Clin Oncol. 2000 Feb;18(4):
927-941.

Zujewski J, Pai L, Wakefield L, Giusti R, Dorr FA, Flanders C, Caruso R, Kaiser M, Goodman L, Merino M, Gossard M,
Noone MA, Denicoff A, Venzon D, Cowan KH, O’Shaughnessy JA. Tamoxifen and fenretinide in women with metastatic
breast cancer. Breast Cancer Res Treat. 1999 Oct;57(3):277-283.

7-18 Chapter 7: Treatment


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12138401
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11145697
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11145697
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10999763
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10999763
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10673536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10673536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10617304
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10617304

NCI Breast Cancer Progress Report October 2004

Chapter 8:
Breast Cancer Control, Survivorship, and Out-
comes: NCI’s Investment and Recent Progress

To reduce the burden of breast cancer, we must sustain a vigorous and substantial commitment to basic
and applied cancer control research conducted by scientists from diverse disciplines. Such an integrated
research effort should address monitoring, prevention, surveillance, detection, treatment, and follow-
up, including the provision of compassionate palliative care to those who die of the disease.... A fuller
understanding is needed as to which groups of women are at risk for poor quality of life and psychosocial
outcomes, and at what points along the disease or care continuum risks are elevated. Charting the
Course: Priorities for Breast Cancer Research

The ultimate goal of cancer control research, as defined by the 1998 Breast Cancer PRG report, is to eliminate the burden of
cancer. NCI has made much progress toward this goal, and recent research has shown that early detection and treatment of
breast cancer have contributed to reduced mortality. NCI is supporting research to increase the numbers of women screened,
enhance screening methodologies, ensure that all women receive needed treatment, and maximize quality of life for the
growing numbers of breast cancer survivors. Several Centers of Excellence are developing communication strategies that will
inform women about behaviors that can reduce their risk of developing breast cancer, recruit more women for breast cancer
screening, enhance women'’s decision making about screening and treatment, and improve quality of life following breast
cancer treatment. The seven research sites of the Breast Cancer Surveillance Consortium (BCSC) are assessing the accuracy,
cost, quality, and intermediate outcomes of screening as it is practiced in the community. Data from the Consortium are
critical to related NCI efforts (such as the Cancer Intervention and Surveillance Modeling Network [CISNET]) to estimate the
impact of these practices on changes in breast cancer mortality. NCI-supported researchers are also addressing quality of life in
breast cancer survivors and the impact of breast cancer on family members.

The PRG report identified 8 priorities that deal with important topics in breast cancer control research and 16 priorities
that address critical issues in outcomes research. The cancer control priorities address the need to identify the mechanisms
responsible for basic behavioral change, determine whether psychosocial factors influence traditional disease outcomes,
facilitate better patient decision making, improve the delivery of breast cancer care to maximize desirable outcomes and
minimize cost, identify the psychosocial benefits from unproven treatments, use advances in communications technology
to study ways of delivering breast cancer information, determine the impact of breast cancer on the family, and identify
communications strategies to reach diverse health providers. Outcomes priorities focus on the need to study the short- and
long-term outcomes of multimodal treatment for breast cancer, investigate patient-focused outcomes across the continuum
of age and for women with 77 situ breast cancer, integrate patient-focused data with biological prognostic information to
make treatment decisions, improve patient outcomes, help meet survivors’ needs, identify resources to study patient-focused
outcomes, improve the management of symptoms and side effects, incorporate patient preferences into treatment decisions,
collect patient outcome data in prevention trials, and advance the field of outcomes research.

The NCI has been responsive to the PRG priorities related to breast cancer control, survivorship, and outcomes. Recent
research has demonstrated that certain recruitment strategies can increase the numbers of women who are screened for breast
cancer at recommended intervals. Several factors have been identified that can improve the accuracy of mammography. As

a result of research, treatment following an abnormal mammogram has improved in recent years, and disparities in the care
received are being addressed. As more women survive with breast cancer, researchers are identifying the factors—such as social
support and exercise—that maximize physical and emotional functioning.

Since the release of the PRG report, NCI has sponsored or cosponsored at least four major reports that are relevant to the
Cancer Control, Survivorship, and Outcomes recommendations of the Breast Cancer PRG. In addition, the National Institutes
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of Health Consensus Development Conference Statement: Adjuvant Therapy for Breast Cancer, November 1-3, 2000, addressed
issues related to patient-focused outcomes when making decisions about adjuvant therapy (see Chapter 7 for details).

The first of these reports, Evaluating Screening Performance in Practice,' was developed by the Breast Cancer Surveillance
Consortium. The BCSC is a consortium of seven research sites and one statistical coordinating center established by the NCI
to address issues that can be adequately examined only in a very large sample drawn from diverse geographic and practice
settings. This report describes the BCSC’s current areas of research and its accomplishments to date, including more than 130
papers in peer-reviewed journals. One of the studies highlighted in the BCSC report found that screening mammography
was less effective for detecting cancer in younger women than in older women, regardless of family history. This study shows
the importance of further research to determine whether screening mammography is accurate enough to support screening
recommendations for younger women with a family history of breast cancer. Another study found that mammography was
equally accurate in black and white women but that black women with symptoms had larger and more aggressive tumors than
white women. These results indicate that more research is needed to clarify the relationship between race/ethnicity, modifiable
risk factors, and stage of disease at diagnosis.

The second report, Exploring the Role of Cancer Centers for Integrating Aging and Cancer Research,* summarizes the deliberations
of a workshop organized by the NCI and the National Institute on Aging. The report notes the disproportionately high burden
of cancer for older Americans, a particular concern in the context of the aging population in the United States. Workshop
participants met in seven breakout sessions focused on such issues as treatment efficacy and tolerance; effects of comorbidity
and cancer; and psychological, social, and medical issues. Each group developed three recommendations, including:
incorporate the clinical expertise from NCI projects, particularly the NCI SEER projects, that is available in cancer centers to
improve the quality of care of the medically underserved, aging population; develop clinical trials that are specifically designed
for older cancer patients; develop models for decision making at the individual and clinical levels; and examine the cancer
caregivers’ functioning and quality of life and their impact on the older cancer patient’s care and treatment trajectory. This
report resulted in an NCI Program Announcement: Integrating Aging and Cancer Research.

The NCI’s 2002 Report of the Breast Screening Working Group, prepared at the request of the NCI Director, was developed in
response to debates in the professional literature and the news media about mammography’s efficacy in certain age groups.
This internal report was intended to help the Institute improve how it translates complex research evidence for the public and
to examine the state of the science and what research and resources are needed to promote progress in breast cancer screening
and diagnosis. The Working Group made several recommendations in its report, including increasing basic research on interval
cancers, tumor microenvironment, and ductal carcinoma iz situ (DCIS), and supporting translational research, technology
development, and interdisciplinary collaboration. The Working Group also recommended that NCI communicate proactively
and clearly about research on screening mammography to ensure that its key audiences are well informed.

The NCI cosponsored the Institute of Medicine’s report Meeting Psychosocial Needs of Women With Breast Cancer.® This

report was intended to examine the psychological consequences of the cancer experience, the availability and application

of psychosocial services for women with cancer, and the training and education of cancer care providers. In a review of the
literature, the report concludes that psychosocial interventions can be expected to reduce psychiatric symptoms and improve
quality of life in routine breast cancer care. The report presents recommendations for providers and the delivery of care
through: (1) promoting formal psycho-oncology education for oncology providers; (2) integrating standards of psychosocial
care with cancer managemen; and (3) conducting collaborative studies to enhance the integrated coordination of care. The
report also recommends to continue studies on psycho-oncology research and to encourage an NCI special study to ascertain
the use of, and current need for, cancer-related supportive care services in the United States, including disparities by age, race/
ethnicity, geography, and insurance coverage.

1 This report can be found on the BCSC Web site at http://breastscreening.cancer.gov/espp.pdf.

2 Available at http://www.nia.nih.gov/health/nianci/.

3 A brief review of this report can be found on the IOM Web site at http://www.iom.edu/report.asp?id=18136.
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NCI’s Investment and Response

From FY1998 to 2003, NCI’s extramural investment in breast cancer control, survivorship, and outcomes research increased
from $46.6 million to $82.8 million (Figure 8-1). This increase in funding corresponds to increases in the number of projects
that are responsive to the 24 Breast Cancer PRG research priorities for cancer control, survivorship, and outcomes.

NCT’s research support is summarized in Table 8-1 for the 8 Breast Cancer PRG research priorities pertaining to cancer control
and in Table 8-2 for the 16 research priorities pertaining to outcomes.*
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Figure 8-1. NCl's extramural investment in cancer control, survivorship,
and outcomes research in breast cancer: 1998-2003 (in millions of dollars)

Table 8-1. NCI Efforts Responsive to PRG Priorities and Opportunities in Cancer Control Research?

. £ 2

PRG Priority: -:’J-’. 20 |

What are the mechanisms responsible for basic g 15 L

behavioral change? A
£ 10

NCI Efforts: S
o 5

B In FY2003, examples of active areas of ff? 0

investigation included compliance with LZ’ 1998 1999 2000 2001 2002 2003

mammography screening guidelines, with Year

an emphasis on older women, African

Americans, and Hispanics; the relationship between trust and breast cancer prevention practices and behaviors in
African Americans; the long-term physiological, psychological, social, and religious/spiritual effects of surviving cancer
on older adults; and the impact of concerns about mortality on behavioral risk factors for cancer.

B On October 14-16, 1998, NCI sponsored the 5 A Day International Symposium to address the health benefits of
increased fruit and vegetable intake and behavior change interventions in community settings.

B NCI initiatives addressing this priority included the Small Grants Program for Behavioral Research in Cancer Control
and Social and Cultural Dimensions of Health.

a. Some of the original PRG priorities are addressed jointly in Table 8-1 because these priorities address partially overlapping issues and they are relevant to many of
the same research projects and initiatives.

4 A project may map to more than one PRG priority and, therefore, be represented in more than one figure. Projects active in 2003 are listed in Appendix B (Tables B-40 to
B-58) by Principal Investigator’s name for each PRG priority.
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PRG Priority: %

. "
o /
N

) 1998 1999 2000 2001 2002 2003
B In FY2003, examples of active areas of Year

investigation included the motivations to obtain

follow-up care of women who had experienced a false-negative mammogram; the relationships between breast cancer
treatments and disease-specific and health-related quality of life outcomes; and the impact of environmental toxins,
diet, physical activity, and weight gain on breast cancer risk.

Do psychosocial factors including, but not limited
to, interventions influence traditional disease
outcomes (e.g., overall survival, disease-free survival,
and disease response)?

NCI-Supported Projects

NCI Efforts:

B NCI initiatives addressing this priority included the Breast Cancer Specialized Programs of Research Excellence
(SPORE:); Economic Studies in Cancer Prevention, Screening and Care; and Integrating Aging and Cancer Research.

. T w"—a
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D
o

PRG Priorities:

[6)]
(@]

How can we facilitate better patient decision
making, especially that based on risks and
benefits? (Control-C)

N
o

How can patient-focused data be integrated
with biological prognostic information

to make the best treatment decisions?
(Outcomes-D)

N
o

RN
o O

NCI-Supported Projects
w
o

1998 1999 2000 2001 2002 2003

How can patient preferences be incorporated v
ear

into treatment decisions? (Outcomes-L)

Discussion and resolution of social and

legal issues of informed consent and § 10
privacy of medical information in the ° 8
context of genetic testing and genetic = 61 ¢
predisposition.” (Genetics-F) £
g2 4 =
NCI Efforts: s | W---H
(7]
B In FY2003, examples of active areas of § 0

investigation relevant to the following 1998 1999 2000 2001 2002 2003

riorities included:
p Year

+ Control-C: comparative cancer ‘ = <ll= Outcomes-D Outcomes-L ==—@== Genetics-F
epidemiology, prevention, and control
in older minority populations; barriers
to the use of symptom-management strategies by patients; the impact of culture, ethnicity, and income on screening
behaviors; and the effects of education and counseling on the emotional, physical, and social adjustment of breast

cancer patients

b. This priority was part of the Genetics section in the original Breast Cancer PRG report.
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¢ Outcomes-D: a new functional evaluation tool for assessing cancer care, psychological and immune parameters
associated with fatigue in breast cancer survivors, and performance status for decisions about therapies and eligibility
for clinical trials

+ Outcomes-L: breast cancer patients’ preferences for local and systemic therapy

+ Genetics-F: decisions about chemoprevention by families with hereditary breast and ovarian cancer and genetic
counseling for these families

® Examples of clinical trials addressing these priorities included the following:

+ Randomized Genetics Study of Educational Methods for Patients With Breast or Ovarian Cancer Enrolling in a
Breast Cancer Genetics Program (NCI-99-C-0081)

+ Chemotherapy Decisions and Outcomes in Older Women With Newly Diagnosed Breast Cancer (CALGB-369901)

+ Companion Study to Evaluate Quality of Life in Women With Axillary Node-Negative, Estrogen Receptor-
Negative, Primary Invasive Breast Cancer Enrolled on Protocol NSABP-B-23 (NSABP-B-23-QOL)

® NCI initiatives addressing these priorities included the Cancer Centers Program, Insight Awards to Stamp Out Breast

-
N
o

PRG Priority:

-
o
o

Can the delivery of breast cancer care from
diagnosis and screening through treatment,

Cancer, and Special Populations Networks.

[
o

follow-up, and end of life be improved in

ways that maximize desirable outcomes and

NCI-Supported Projects
()]
o

minimize cost? 40
NCI Efforts: 20
. 0
B In FY2003, examples of active areas of 1998 1999 2000 2001 2002 2003

investigation included culturally sensitive
educational materials to improve screening
use in minority populations; the impact
of changes in behaviors, clinical practice
patterns of health care providers, and interventions on incidence and mortality; effects and costs of a prevention case
manager to improve cancer early detection; and a comparison of cancer diagnoses, interventions, and clinical and cost
outcomes between persons with and without disabilities.

Year

m Examples of clinical trials addressing this priority included the following:

+ Correlation of Menstrual Cycle Phase at the Time of Surgery With Disease-Free Survival in Premenopausal Women

With Stage I or II Breast Cancer (NCCTG-N9431)

+ Randomized Study of Brief Physician-Initiated Smoking Cessation Strategies Versus Usual Care in Patients With
Early-Stage Cancer Who Are Undergoing Treatment in Clinical Oncology Settings (NCI-P93-0042)

® NCI initiatives addressing this priority included Aging Women and Breast Cancer, Minority Institution/Cancer
Center Partnership (MI/CCP), and Small Grants Program for Behavioral Research in Cancer Control.
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PRG Priority: 4
What psychosocial benefits do patients obtain from 3
unproven treatments that cause them to seek out

2

such treatments?

NCI Efforts:

LN

1998 1999 2000 2001 2002 2003

Year

B In FY2003, examples of active areas of
investigation included spiritually based health
education in African-American women and
treating chemotherapy-induced nausea with
acupressure.

NCI-Supported Projects

B Examples of clinical trials addressing this priority included the following:

+ Phase III Randomized Study of Acupressure for Chemotherapy-Induced Nausea in Women With Breast Cancer
Receiving One of Three Combination Therapy Regimens (MDA-NUR01-396)

+ Phase III Randomized Study of Black Cohosh for the Management of Hot Flashes in Women With Breast Cancer
or Who Have Concerns About Developing Breast Cancer (NCCTG-NO01CC)

+ Randomized Study of Acupuncture for Mucositis-Related Pain Secondary to High-Dose Chemotherapy in Patients
Undergoing Hematopoietic Stem Cell Transplantation (NCI-03-C-0125)

+ Phase I/II Randomized Study of Adjuvant Doxorubicin and Cyclophosphamide With or Without Chinese Herbal
Therapy for Symptom Management in Women With Stage I, II, or Early Stage III Breast Cancer
(UCSE-CRO-97755)

+ Study of the Use of Complementary and Alternative Medicine Practices by Women at Increased Risk for Breast
Cancer (NCI-00-C-0039)

B On June 9-11, 2000; October 19-21, 2001; and April 9-13, 2003, NCI sponsored Comprehensive Cancer Care:
Integrating Complementary and Alternative Therapies to provide information on complementary and alternative
therapies (CAM) for cancer to oncologists, other practitioners, and people with cancer.

B NCI initiatives addressing this priority included Basic and Preclinical Research on Complementary and Alternative
Medicine (CAM) and Centers for Complementary and Alternative Medicine Research.

PRG Priority: g %
: o )
How can advances in communication o 20
technologies best be used for research in health el
communications and behavior change and for E ././
delivering breast cancer information? 3 10
S s
NCI Efforts: 7
, o 0
B In FY2003, examples of active areas of Z 1998 1999 2000 2001 2002 2003

investigation included: methods to improve
recruitment of patients, especially from
minority and low-income populations, into
community-based clinical oncology trials; tailored and culturally appropriate communications interventions to
increase mammography use; cancer communication among minority populations, including African Americans; and
education about risk factors and methods for risk reduction.

Year
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B On October 25-28, 2000, NCI sponsored the 11th Annual Conference of the Cancer Patient Education Network
(CPEN): Caring, Discovery, Excellence to exchange information among patient educators from each of the NCI-
designated Comprehensive and Clinical Cancer Centers.

B NCI initiatives addressing this priority included the Cancer Centers Program, Centers of Excellence in Cancer
Communication Research, and Health Communications in Cancer Control.

12
1

PRG Priority:

What is the impact of breast cancer on the family?
Specifically, what is its impact on other family
members and the family unit, and what is the impact
of the family unit on breast cancer outcomes?

NCI Efforts:

O N b O © O

NCI-Supported Projects

B In FY2003, examples of active areas of
investigation included the impact of psychosocial
factors on cancer screening behaviors among
unmarried women, the effect of education and
counseling on patients with breast cancer and their partners, and helping mothers with breast cancer support their

children.

m NClI initiatives addressing this priority included the Cancer Outcomes Measurement Working Group (COMWG),
Research on the Impact of Cancer on the Family, and Small Grants Program for Behavioral Research in Cancer

1998 1999 2000 2001 2002 2003
Year

Control.
. @ 40
PRG Priority: g
. . . )
What kind of communication strategies are needed to & 30 iy
reach the diversity of health care providers in the area B 0.
of breast cancer? k
& 10
NCI Efforts: >
2
B In FY2003, examples of active areas of investigation o O
= 1998 1999 2000 2001 2002 2003

included patterns and outcomes of screening
mammography practice in North Carolina and
increasing the participation of minority scientists in
behavioral and translational cancer research.

Year

m NCI initiatives addressing this priority included Cancer Research Training, Career Development, and Education
Opportunities; the MI/CCP; and Special

8 8
Populations Networks (SPNs). o
g 6
Additional Breast Cancer Control Projects % /./\
]
£ 4
NCI Efforts: s =
=
B Active research projects in FY2003 related a 2
to reducing breast cancer health disparities o 0
z

included: studies of risk-related behaviors and 1998 1999 2000 2001 2002 2003

changes in diet and lifestyle in Hispanic breast Vear
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cancer survivors; use of mammograms and/or clinical breast exams and trust in health care providers among black
women by level of education, age, income, and Hispanic ethnicity; physician and patient predictors of tamoxifen
prescription and treatment adherence in older women; and impact of culture on cancer screening in Chinese women.

B The PRG did not address screening in the context of cancer control, but several areas of investigation on this topic
were active in FY2003, including the impact of community factors (such as availability of medical providers) on
screening for breast cancer; how low-income African-American women interpret and act on health education messages
regarding mammography; effects of soy on estrogen levels and mammographic densities; and the effects of driving
distance on mammography use.

B In FY2003, other examples of active areas of investigation included the association between the incidence of breast
cancer and body size at different ages, diabetes, and dietary patterns related to insulin resistance and post-treatment
behavioral risk factors for recurrence of secondary breast tumors or new primaries.

® Examples of clinical trials addressing screening in the context of cancer control included the following:

¢ Screening and Diagnostic Study of Magnetic Resonance Imaging in Women With Suspected Breast Cancer
(UPCC-ACR-6884)

+ Randomized Screening and Diagnostic Study of Digital Mammography Versus Screen-Film Mammography in the
Detection of Breast Cancer in Women (ACRIN-6652)

Table 8-2. NCI Efforts Responsive to PRG Priorities and Opportunities in Outcomes Research?

i n 2
PRG Priority: "g 0
How can patient-focused outcomes be studied E 15 /.-\./.
across the continuum of age? The impact of breast - ._./r
cancer treatments may be different among different % 10
age groups. § 5
NCI Efforts: 2
(3] 0
B In FY2003, examples of active areas of = 1998 1999 2000 2001 2002 2003
investigation included reproductive cancer Year

education resources for women with breast
cancer, educating older women about managing uncertainty after breast cancer treatment, helping the mother with
breast cancer support her child, and facilitating positive adaptation to a breast cancer diagnosis.

B Examples of clinical trials addressing this priority included the following:

+ Phase II Randomized Study of Soy Protein in Postmenopausal Women With Breast Disease Taking Tamoxifen and
Experiencing Hot Flashes (CALGB-79805)

¢ Phase III Study of the Effect of Menstrual Cycle Timing With Breast Surgery on Prognosis in Premenopausal
Women With Stage I, II, or III Breast Cancer (UCLA-9810046)

+ Phase III Randomized Study of Risedronate for Prevention of Bone Loss in Premenopausal Women Undergoing
Chemotherapy for Primary Breast Cancer (NCCTG-N02C1)

a. Some of the original PRG priorities are addressed jointly in Table 8-2 because these priorities address partially overlapping issues and they are relevant to many of

the same research projects and initiatives.
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B On October 19-20, 2000, NCI sponsored Cancer Survivorship Throughout the Lifespan: Challenges for the 21st Century
to address the complex medical, psychological, and social needs of cancer survivors.

® NCl initiatives addressing this priority included Integrating Aging and Cancer Research, SEER-Medicare Linked
Database, and Small Grants Program for Cancer Epidemiology.

8

PRG Priority:

What are the patient-focused outcomes for women
with 77 situ breast cancer?

NCI Efforts:

, .//I/
1998 1999 2000 2001 2002 2003
Year

B In FY2003, examples of active areas of investigation
included assessing quality of life for women with
DCIS and studying the effects of various treatment
regimens on quality of life for DCIS patients.

NCI-Supported Projects

B Examples of clinical trials addressing this priority
included the following:

+ Screening Study Following Local Excision in Selected Patients With Ductal Carcinoma /z Sizu (DCIS) of the Breast
(E-5194)

+ Phase III Randomized Study of Hormone Replacement Therapy for Hot Flashes and/or Vaginal Symptoms in
Postmenopausal Women With a History of Node-Negative Invasive Carcinoma or Ductal Carcinoma /n Situ of the
Breast Who Are Receiving Adjuvant Tamoxifen (E-2193)

PRG Priorities: 140
)
What are the short- and long-term effects "g 120
of multimodal treatment for breast cancer? o 100
(Outcomes-A) a Z
q : . T 80 i
ow can we improve patient outcomes, £
including the physical, emotional, and social 8_ 60
dimensions of health-related quality of life? o 40 | b= —h— h——k— k= —,
(Outcomes-E) 7]
. O 20
How can the management of disease symptoms =
and treatment side effects be improved? 0 ‘ \ \ \ \
(Outcomes-H) 1998 1999 2000 2001 2002 2003
How can the long-term medical and Year
psychosocial outcomes for breast cancer — A& Outcomes-A —— Outcomes-E
survivors be improved? (Outcomes-I) - --&---0Outcomes-H —e— Outcomes-|

NCI Efforts:
B In FY2003, examples of active areas of investigation relevant to the following priorities included:

+ Outcomes-A: investigating the cognitive deficits experienced by breast cancer patients undergoing systemic
chemotherapy versus surgery plus radiotherapy, assessing the impact of breast cancer recurrence on Vietnamese
women following various multimodal treatment regimens, and testing the effect of a breast tumor vaccine plus
chemotherapy on tumor-specific immunity.
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+ Outcomes-E: assessing quality of life among minority cancer survivors, interactive cancer communication systems to
improve the quality of life of patients and families facing cancer across the disease spectrum, insomnia intervention
strategies for breast cancer patients, and using exercise to fight fatigue in breast cancer patients.

+ Outcomes-H: the influence of sleep/wake rhythms on patients’ tolerance of treatment and quality of life, changes in
brain structure and function associated with chemotherapy, healthy weight management strategies for breast cancer
survivors, and information for breast cancer survivors on issues that present or persist post treatment.

+ Outcomes-I: assessing cognitive effects of chemotherapy treatment in women with breast cancer, the relationship
between low-fat diet and breast cancer recurrence, a follow-up study to measure breast cancer survivor’s health-
related quality of life, and determining the physiologic, psychologic, and social long-term effects of surviving cancer
on older adults.

B Examples of clinical trials addressing these priorities included the following:

+ Randomized Study of Health Promotion in Patients Who Are Prostate or Breast Cancer Survivors

(DUMC-1547-02-8R4ER)

¢ Phase III Randomized Study of Palliative Radiation Therapy for Bone Metastases From Breast or Prostate Cancer
(RTOG-9714)

¢ Oral Analgesia Regimen for Improved Pain Control in Cancer Patients (E-4293)

+ Phase II Study of High-Dose Chemotherapy, Total Body Irradiation, and Autologous Peripheral Blood or Bone
Marrow Transplantation in Patients With Hematologic Malignancies or Selected Chemosensitive Solid Tumors

(RPCI-DS-9115)
¢ On October 19-20, 2000, NCI sponsored Cancer Survivorship Throughout the Lifespan: Challenges for the 21st

Century to address the complex medical, psychological, and social needs of cancer survivors. A second conference, on
June 2-4, 2002, addressed Cancer Survivorship: Resilience Across the Lifespan.

o A report entitled Meeting the Psychosocial Needs of Women With Breast Cancer, cosponsored by the NCI, Centers for
Disease Control and Prevention, and National Academy of Sciences, was released by the Institute of Medicine in
January 2004

@ NCI initiatives addressing this priority included Cancer Intervention and Surveillance Modeling Network (CISNET),
Cancer Outcomes Measurement Working Group (COMWG), Minority and Underserved Cancer Survivors, Small Grants
Program for Behavioral Research in Cancer Control, and Social and Cultural Dimensions of Health.

12

" /./\Y/.

PRG Priority:

How are the health care needs of breast cancer
survivors being met within the current health

care system?

NCI Efforts:

o N B O ©

B In FY2003, examples of active areas of
investigation 1ncluded telephone therapies 1998 1999 2000 2001 2002 2003
that help women cope with breast cancer,
assesment of the quality of care provided
to Medicare patients with breast cancer, and evaluation of the determinants of quality of care for older breast cancer

NCI-Supported Projects

Year

Survivors.

B Examples of clinical trials addressing this priority included the following:
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+ Randomized Study of Health Promotion in Patients Who Are Prostate or Breast Cancer Survivors

(DUMC-1547-02-8R4ER)

+ Randomized Study of the Effect of Telephone Counseling by Breast Cancer Survivors on Well-Being of Women
With Recurrent Breast Cancer (SWOG-S9832)

B On October 19-20, 2000, NCI sponsored Cancer Survivorship Throughout the Lifespan: Challenges for the 21st Century
to address the complex medical, psychological, and social needs of cancer survivors. A second conference, on June 2-4,
2002, addressed Cancer Survivorship: Resilience Across the Lifespan.

m NCI initiatives addressing this priority included Minority and Underserved Cancer Survivors, SEER Patterns of Care/
Quality of Care (POC/QOC) Initiative, and Social and Cultural Dimensions of Health.

70

PRG Priorities: g i

o 60
What treatment research resources exist to foster E 50
research on patient-focused outcomes? (Outcomes-G) -g 40
What kinds of prevention research resources exist §_ 28 |
to facilitate patient-focused outcomes research? S 10 e -
(Outcomes-N) A ==y -‘ﬁ "" " o--90 |
What cancer control and survivorship research resources 2 1998 1999 2000 2001 2002 2003
are available to advance the field of outcomes research? Year
(OUtcomCS‘P) ‘ = @ = Outcomes-G == Outcomes-N Outcomes-P

NCI Efforts:
B In FY2003, examples of active areas of investigation relevant to the following priorities included:

+ Outcomes-G: a new functional evaluation tool for cancer care, a cancer chemotherapy program project, and studies
to test the effect of adjuvant therapy on long-term survival

+ Outcomes-N: a computerized decision-support tool that educates women about their breast cancer risk factors
and risk reduction strategies and numerous Community Clinical Oncology Programs that participate in the Breast
Cancer Prevention Trial

+ Outcomes-P: use of HMO data to characterize patterns of care and analyze the relationship between treatment
and outcomes for breast cancers, as well as partnerships between NClI-designated Cancer Centers and minority
institutions to assess breast cancer outcomes in underserved communities

m NCI initiatives addressing this priority included the CISNET, COMWG, Cancer Surveillance Using Health Claims-

Based Data System, Community Clinical ® 100
Oncology Program (CCOP), and §
Minority-Based CCOP (MBCCOP). © 80 .
= e "
PRG Priority: T 60
=
What secondary prevention and health S 40
promotion efforts are effective and =
) ) 3 20
appropriate for breast cancer patients/ ve
survivors? % 0
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NCI Efforts:

B In FY2003, examples of active areas of investigation included assessing the impact of several dietary factors—including
isothiocyanates and d-limonene, vegetables and vegetable juice, and limited fat—on risk of breast cancer recurrence,
design of effective interventions for preventing osteoporosis in breast cancer survivors, and the effects of exercise and
healthy weight management on quality of life and morbidity in survivors of breast cancer.

B Examples of clinical trials addressing this priority included the following:
¢ Phase I Study of Perillyl Alcohol in Women at Risk for Recurrent Breast Cancer (CCF-IRB-3574)
+ Phase II Study of Pentostatin in Patients With Refractory Chronic Graft-Versus-Host Disease (CALGB-100101)

+ Randomized Study of Raloxifene With or Without Exercise Versus Exercise Alone in Women Previously Treated for
Breast Cancer (OHSU-6312)

+ Randomized Study of Health Promotion in Patients Who Are Prostate or Breast Cancer Survivors
(DUMC-1547-02-8R4ER)

B On October 19-20, 2000, NCI sponsored Cancer Survivorship Throughout the Lifespan: Challenges for the 21st Century
to address the complex medical, psychological, and social needs of cancer survivors. A second conference, on June 2-4,
2002, addressed Cancer Survivorship: Resilience Across the Lifespan.

B NCI initiatives addressing this priority included the Small Grants Program for Behavioral Research in Cancer Control

and Minority and Underserved Cancer Survivors.

4

PRG Priority:

_

O N A OO OO DN

What are the economic and health care outcomes
for patients/survivors with breast cancer?

NCI Efforts:

B In FY2003, examples of active areas of
investigation included assessing the effectiveness
and cost-effectiveness of alendronate on 1998 1999 2000 2001 2002 2003
bone mineral density and bone turnover in Year
premenopausal women treated with adjuvant
chemotherapy for breast cancer; determining the effects of various treatment strategies on DCIS recurrence rates,
survival, costs, and quality of life; and labor market outcomes of long-term breast cancer survivors.

NCI-Supported Projects

B NCI initiatives addressing this priority included COMWG; Cancer Research Network (CRN); Cancer Surveillance
Using Health Claims-Based Data System; and Economic Studies in Cancer Prevention, Screening, and Care.

80
60| gp—a——F— 8

PRG Priority:

What patient outcomes data are being collected in
prevention trials?

NCI-Supported Projects

40

NCI Efforts:
B In FY2003, examples of active areas of 20
investigation included clinical research in cancer 0

treatment and cancer control/prevention through
1998 1999 2000 2001 2002 2003

Year
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participation in NCl-supported trials and increasing the availability of protocol-based cancer prevention and control
research trials to urban and rural minorities.

B Examples of clinical trials addressing this priority included the following:

+ Phase I Study of Indole-3-Carbinol for the Prevention of Breast Cancer in Nonsmoking Women at High Risk for
Breast Cancer (KUMC-8508-01)

¢ Phase II Trial of Dietary Fatty Acids: Roles in Hormonally Mediated Cancers in Normal Premenopausal Women
(UMN-9509M10234)

+ Pilot Chemoprevention Study of Tamoxifen and Fenretinide in Subjects at High Risk for Developing Invasive Breast
Cancer (NCI-94-C-0056L)

m NCI initiatives addressing this priority included the Clinical Trials Cooperative Groups Program and the CCOP.

ﬁ

B In FY2003, examples of active areas of

. ./ .\(
investigation included improving pain

management in women with breast cancer, 1998 1999 2000 2001 2002 2003

assessing symptom occurrence and severity

in low-income and racially disparate groups

of patients with metastatic breast cancer, and
improving palliative care for patients with breast cancer.

PRG Priority:

How can patient-focused outcomes for women
with advanced metastatic breast cancer be
improved?

NCI Efforts:

NCI-Supported Projects
= O SR NS )

Year

B Examples of clinical trials addressing this priority included the following:
¢ Phase I Study of Recombinant Vaccinia DF3/MUCI Vaccine in Patients With Metastatic Breast Cancer
(DECI-97050)

¢ Phase II Pilot Study of High Dose Doxorubicin, Cyclophosphamide, Paclitaxel, and Amifostine Followed by
Peripheral Stem Cell Rescue in Patients With High-Risk Stage II/III and Responsive Stage IV Advanced Breast
Cancer (CHNMC-IRB-99002)

¢ Phase II Study of High-Dose Chemotherapy With Autologous Peripheral Blood Progenitor Cell Rescue for Women
With Metastatic Breast Cancer, Plus Evaluation of Outpatient Imipenem for Neutropenic Fever (MSKCC-94077)

+ Phase III Randomized Comparison of High Dose Chemotherapy Plus Filgrastim to Filgrastim for Mobilization of
Peripheral Blood Stem Cells for Autologous Transplantation for Patients With Responsive Metastatic Breast Cancer
or High-Risk Stage II and III Patients (MDA-DM-95047).

m NClI initiatives addressing this priority included the Breast SPOREs
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Additional Breast Cancer Outcomes 12
Project

rojects 10 / -
NCI Efforts: 8

B Active research projects in FY2003 related
to reducing breast cancer health disparities
included psychological adjustment among

rural breast cancer survivors, quality of life in

African-American and Hispanic survivors of 1998 1999 2000 2001 2002 2003
breast cancer, and determinants of the quality

of care of older breast cancer survivors.

o N B O

NCI-Supported Projects

Year

B In FY2003, examples of other active areas of investigation included the relationship between postmenopausal hormone
therapy and breast cancer mortality, the risk of developing endometrial cancer and breast cancer as a result of exposure
to tamoxifen, enhancing the well-being of individuals recently diagnosed with breast cancer through increased verbal
processing of traumatic events, and a computer-based imaging system to reduce anxiety and distress relating to
alopecia in women being treated for breast cancer.

The initiatives relevant to research on breast cancer control, survivorship, and outcomes between FY1998 and 2003 include
the following list of general initiatives that are described in Table 2-1° (Chapter 2) and the category-specific initiatives that are
listed and described in Table 8-3.¢

B Aging Women and Breast Cancer

Basic and Preclinical Research on Complementary and Alternative Medicine

Breast and Ovarian Cancer Family Registries (CFRs)

Breast Cancer Surveillance Consortium (BCSC)

Cancer Biomedical Informatics Grid (caBIG)

Cancer Centers Program

Cancer Genetics Services Directory

Cancer Research Network

Cancer Research Training, Career Development, and Education Opportunities

Clinical Trials Cooperative Group Program

Community Clinical Oncology Program (CCOP)

Developmental/Pilot Projects in Cancer Complementary and Alternative Medicine (CAM)

Exploratory Grants for Correlative Laboratory Studies and Clinical Trials

Insight Awards to Stamp Out Breast Cancer

Integrating Aging and Cancer Research

International Breast Cancer Screening Network

5 Initiatives that impact multiple categories of breast cancer research.

6 Initiatives that are unique to the cancer control, survivorship, and outcomes research category.
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Minority-Based Community Clinical Oncology Program (MBCCOP)

Minority Institution/Cancer Center Partnership (MI/CCP)
NCI Center for Bioinformatics (NCICB)

Small Grants Program for Cancer Epidemiology

Southern Community Cohort Study (SCCS)

Special Population Networks

Specialized Programs of Research Excellence (SPORE:s) in Breast Cancer

Table 8-3. NCI Initiatives Relevant to Breast Cancer Research: Cancer Control, Survivorship, and Outcomes?

Initiatives With Breast Cancer-Relevant Components
B Basic Biobehavioral Research on Cancer-Related Behaviors (RFA-CA-99-014)

¢ Overview: Supports research on the links among biology, behavior, and the environment as they pertain to cancer-
related risk behaviors.

+ Relevant Research Projects Resulting From This RFA: Between 1998 and 2003, one project relevant to breast cancer
research was supported through this RFA. This project can be found in Appendix B, Table B55, by searching for the
RFA number.

B Cancer Control PLANET (http://cancercontrolplanet.cancer.gov/)

+ Overview: A collaborative effort aimed at providing access to data and resources that can help cancer control
planners, health educators, program staff, and researchers design, implement, and evaluate evidence-based
cancer control programs. It is now being expanded to include tools for primary care clinicians that facilitate the
implementation of proven cancer control techniques in practice. Cancer Control PLANET is jointly supported by
NCI, the Centers for Disease Control and Prevention (CDC), the American Cancer Society (ACS), the Substance
Abuse and Mental Health Services Administration, and the Agency for Healthcare Research and Quality.

+ Relevant Resource Resulting From This Initiative: The Web portal provides access to resources that can assist in:
Assessing the cancer and/or risk factor burden within a given state
Identifying potential partner organizations that may already be working with high-risk populations
Understanding the current research findings and recommendations
Accessing and downloading evidence-based programs and products
Finding guidelines for planning and evaluation

B Cancer Intervention and Surveillance Modeling Network (CISNET) (http://cisnet.cancer.gov/about)

+ Overview: A consortium of NCI-sponsored researchers whose focus is to use modeling techniques to describe the
impact of prevention, screening, and/or treatment interventions in population-based settings.

a Lists of the projects derived from each initiative can be located on the online Supplement to the Breast Cancer Progress Report: Initiative Database.
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¢ Relevant Projects Resulting From This Initiative: There are currently seven funded projects within the consortium
that focus on breast cancer:

Breast Cancer Trend Analysis Using Stochastic Simulation

Breast Cancer: Role of Early Detection, Treatment, and Prevention

Cancer Intervention and Surveillance Modeling Network (CISNET)

Mechanistic Modeling of Breast Cancer Surveillance

Outcomes Across the Spectrum of Breast Cancer Care

Simulating Breast Cancer in Wisconsin
Surveillance of Breast Cancer Trends by MISCAN

Specific projects can be found in Appendix B, Tables B7, B9, B31, B41, B43, B51, B52, and B58, by searching for
the RFA number (CA99-013).

B Cancer Outcomes Measurement Working Group (COMWG) (http://outcomes.cancer.gov/methods/measures/
comwg)

+ Overview: Members of COMWG evaluate existing endpoint measures, including health-related quality of life,
economic burden, and patient satisfaction. They also work to formulate alternative strategies for identifying valid,
reliable, sensitive, and feasible clinical and patient-centered endpoint measures for use in quality of cancer care
studies. Thirty-five members of the working group were selected to provide expertise in outcomes measurement for
four cancer sites, including breast cancer.

+ Relevant Resource Resulting From This Initiative: Findings of the Working Group have been reported to the NCI
and will be published as the book Qutcomes Assessment in Cancer.

B Cancer Surveillance Using Health Claims-Based Data System (http://dccps.nci.nih.gov/ARP/research/health.asp)

+ Overview: Support for research to investigate the utility of health claims information as a reporting source for
assessing the national cancer burden.

¢ Relevant Projects Resulting From This Initiative: Between 1998 and 2003, five projects relevant to breast cancer
research were supported through this initiative. Specific projects can be found in Appendix B, Tables B49, B52, and
B53, by searching for the PA number (PA-99-015).

m Cancer Survivorship Studies in Established Epidemiologic Cohorts (PA-98-027)

+ Overview: Fosters research on issues related to long-term cancer survivorship through the use of existing
epidemiologic study populations, particularly in the areas of specific health or lifestyle outcomes and their
modulation by common risk factors and other exposures.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, three projects relevant to breast cancer
research were supported through this PA. Specific projects can be found in Appendix B, Tables B2, B29, and B30,
by searching for the PA number.

m Centers for Complementary and Alternative Medicine Research (REFA-AT-00-001)

+ Overview: Research conducted at these centers will examine the potential efficacy, safety, and validity of
complementary and alternative medicine practices, as well as the physiological or psychological mechanisms
underlying or contributing to the effects of these practices.
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¢ Relevant Resources Resulting From This Initiative: The National Center for Complementary and Alternative
Medicine (NCCAM) Web site provides information on complementary and alternative medicine practices,
advisories, treatment options, clinical trials, and funding information. Seven NCCAM clinical trials are applicable to

breast cancer:

Acupuncture for Shortness of Breath in Cancer Patients

Distance Healing in Wound Healing after Breast Reconstruction Surgery

Macrobiotic Diet and Flax Seed: Effects on Estrogens, Phytoestrogens, & Fibrinolytic Factors

Massage Therapy for Breast Cancer Treatment-Related Swelling of the Arms and Legs

Massage Therapy for Cancer-Related Fatigue

Mistletoe Extract and Gemcitabine for the Treatment of Solid Tumor Cancers

Pycnogenol for the Treatment of Lymphedema of the Arm in Breast Cancer Survivors

B Centers of Excellence in Cancer Communication Research (http://dccps.nci.nih.gov/eocc/ceccrs_index.html)

+ Overview: Supports research and outreach aimed at increasing knowledge of, access to, and use of cancer
communication tools by the public, patients, survivors, and health professionals. These Centers provide essential
infrastructure to facilitate rapid advances in knowledge about cancer communications, translate theory and programs
into practice, and train health communication scientists.

¢ Projects Resulting From This Initiative: Four academic institutions were established as Centers of Excellence in
Cancer Communication Research in 2003. The following Centers are actively pursuing breast cancer-relevant
projects:

Saint Louis University: Capture on videotape the stories of 80 African-American breast cancer survivors, examine
the effectiveness of these stories in promoting mammography in 900 African-American women, and test a new
explanatory model of narrative cancer communication effects

University of Michigan: A multiphased experimental process to explore methods of communicating risk regarding
tamoxifen prophylaxis to women at high risk for breast cancer

University of Wisconsin, Madison: Controlled trial will examine whether breast cancer patient outcomes change
as different types of conceptually distinct CHESS (Comprehensive Health Enhancement Support System) services
(information, social support, and skills training) are systematically added to a patient’s treatment resources

® Digital Divide Pilot Projects (http://cancercontrol.cancer.gov/eocc/ddpp_awards.html)

+ Overview: Supports research and programs to understand and eventually breach the Digital Divide that exists
among many minority populations in accessing and utilizing cancer information on the Internet.

¢ Relevant Projects Resulting From This Initiative: In collaboration with NCI's North Central and Mid-West Regions
Cancer Information Service (CIS), the University of Wisconsin and the Karmanos Cancer Center will expand
the CHESS Program that puts personal computers and Web-based support resources into the homes of African-
American breast cancer patients.

B Economic Studies in Cancer Prevention, Screening and Care
(http://cancercontrol.cancer.cov/ARP/research/economic.asp)

+ Overview: Supports research directed toward increasing knowledge of the economic aspects of cancer prevention,
screening, and care.
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+ Relevant Projects Resulting From This Initiative:

Long-Term Cost and Outcomes of Breast Cancer Screening

Tamoxifen & Breast Cancer—Acceptance/Cost Effectiveness

Use of Cancer Screening in a Managed Care Environment

B Exploratory Grants for Behavioral Research in Cancer Control (PA-99-163)

¢ Overview: Supports the development of novel or conceptually creative ideas that may produce innovative advances
in the behavioral sciences, specifically in the areas of cancer prevention and control.

¢ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, 12 projects relevant to breast cancer
research were supported through this PA. Specific projects can be found in Appendix B, Tables B45, B5S1, and B53-
55, by searching for the PA number.

B Health Communications in Cancer Control (RFA-CA-98-014)

¢ Overview: Supports research on the use of interactive digital media in cancer prevention and control and promotes
the refinement of communications systems to improve dissemination of cancer control-related information.

¢ Relevant Research Projects Resulting From This RFA: Between 1998 and 2003, three projects relevant to breast
cancer research were supported through this RFA. Specific projects can be found in Appendix B, Table B51, by
searching for the RFA number.

B Long-Term Cancer Survivors: Research Initiatives (REA-CA-04-003)

+ Overview: Promotes and supports research that will lead to the decrease in physiologic and psychosocial morbidity
and mortality associated with long-term (over 5 years) survival from cancer.

¢ Relevant Research Projects Resulting From This RFA: Between 1998 and 2003, three projects relevant to breast
cancer research were supported through this RFA. Specific projects can be found in Appendix B, Tables B40, B49,
and B51, by searching for the RFA number and the previously issued number (RFA-CA-97-018).

B Minority and Underserved Cancer Survivors (http://cancercontrol.cancer.gov/ocs/underserved)

+ Overview: Supports supplements to NClI-designated Cancer Centers for research on cancer survivorship among
minority and underserved cancer populations in community settings.

+ Relevant Projects Resulting From This Initiative:

Breast Cancer Survivors & Community Support

Follow-Up Care in Breast Cancer Survivors

Reproductive Health in African-American Breast Cancer Survivors

B Research on the Impact of Cancer on the Family (http://dccps.nci.nih.gov/bb/research_family.html)

+ Overview: Supports supplemental awards to NCI-funded Clinical and Comprehensive Cancer Centers to expand
the study of the impact of cancer on the family.

¢ Relevant Projects Resulting From This Initiative: Studies at ten institutions were funded that spanned the life cycle,
focusing on both child and adult caregivers, and addressed multiple cancer sites, including breast, colon, prostate,
brain, head and neck, and pediatric cancers.
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B Research Supplements for Underrepresented Minorities (http://cancercontrol.cancer.gov/ocs/underrepresented/)

+ Overview: Supplements research support to: (1) reach out to minority graduate and undergraduate students
studying biomedical or behavioral sciences; and (2) provide an opportunity to develop research capabilities.

+ Relevant Projects Resulting From This Initiative: Five projects are supported through this program, most of which
are generally applicable to behavioral, survivorship, and communication research. The following project is directly
related to breast cancer research:

Young Breast Cancer Survivors: A Population-Based Cohort

B SEER-Medicare Linked Database (http://healthservices.cancer.gov/seermedicare)

+ Overview: Supports a large database that incorporates two large population-based sources of data that provide
detailed information about elderly persons with cancer. The data come from the Surveillance, Epidemiology, and
End Results (SEER) program of cancer registries that collect clinical, demographic, and cause-of-death information
for persons with cancer and the Medicare claims for covered health care services from the time of a person’s Medicare

eligibility until death.

¢ Relevant Resource Resulting From This Initiative: The SEER-Medicare Linked Database Web site includes a section
on analytic support to assist researchers who use the database.

B SEER Patterns of Care/Quality of Care (POC/QOC) Initiative (http://cancercontrol.cancer.gov/bb/seer_pattern.html)

+ Overview: Evaluates the dissemination of state-of-the-art therapy into community practice, disseminates findings
in scientific journals and professional meetings, and works with professional organizations to develop relevant
educational or training opportunities.

¢ The SEER registries perform POC/QOC studies every 3 to 5 years for the major cancer sites (including breast).
Cancer sites with emerging new treatments or concerns regarding provision of state-of-the-art therapy would be
conducted in alternate years.

B Small Grants Program for Behavioral Research in Cancer Control (http://dccps.nci.nih.gov/smallgrants/index.html)

+ Overview: Designed to encourage investigators from a variety of academic, scientific, and public health disciplines to
apply their skills to behavioral research investigations in cancer prevention and control.

¢ Relevant Research Projects Resulting From This Initiative: Between 1998 and 2003, 30 projects relevant to breast
cancer research were supported through this initiative. Specific projects can be found in Appendix B, Tables B9,
B10, B12, B33, B41, B43, B47, and B51, by searching for the PA numbers (PAR-02-037 and PAR-99-006).

B Social and Cultural Dimensions of Health (PA-02-043)

¢ Overview: Encourages further development of health-related social sciences.

¢ Relevant Projects Resulting From This PA: Pending—this PA will remain open until December 21, 2004.
® Surveillance, Epidemiology and End Results (SEER) (http://seer.cancer.gov)

¢ Overview: Database of information on cancer incidence and mortality. SEER currently collects and publishes
data from 11 population-based cancer registries and 3 supplemental registries. Approximately 26% of the
U.S. population is represented, including a substantial portion of racial/ethnic minorities and other medically
underserved individuals.

+ Relevant Resource Resulting From This Initiative: SEER recently published the Annual Report to the Nation on the
Status of Cancer, 1975-2000, which updates statistics on four main cancer types, including breast.
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B Translating Research into Improved Outcomes (TRIO) (http://cancercontrol.cancer.gov/bb/trio.html)

+ Overview: Supports efforts to move research discoveries through program development into evidence-based
service delivery. Three overarching goals include: (1) closing the discovery-delivery gap by disseminating cancer
and behavioral surveillance data to identify needs, track progress, and motivate national, state, and local action;

(2) collaborating with public health, clinical practice, and voluntary organizations to reduce the overall cancer
burden and eliminate cancer health disparities; and (3) working with national, regional, state, and local partner
organizations to identify and overcome the infrastructure barriers to the adoption of evidence-based cancer control
programs and practices.

¢ Relevant Resource Resulting From This Initiative: TRIO supports communication efforts in breast cancer screening
through the breast cancer screening section of the Cancer Control PLANET Web portal and the NCI/USDA/ACS/
CDC collaboration in eight states promoting breast and cervical cancer screening among women never or rarely
screened who live in high-mortality counties.

Ongoing NCI Research: Recent Progress in Breast Cancer
Control, Survivorship, and Outcomes

The Importance of Mammography

Early detection of breast cancer through periodic examinations and mammography is considered the most effective method
of breast cancer control. Although breast cancer screening methods have advanced substantially in the last few years, these
are only of benefit to women who are actually screened. Recent research has shown that women are more likely to obtain

a mammogram if they receive tailored communications. Specifically, women who receive targeted educational materials or
telephone counseling are up to 20% more likely than women receiving standard care to obtain a mammogram within the
recommended period (Champion et al., 2003; Clark and Wold, 2002; McCaul and Wold, et al., 2002). Although telephone
and mailed reminders have both been tested, the most effective methods to encourage screening are combined interventions
in which women receive written communications as well as motivational telephone interviews or in-person counseling with a
letter from a physician (Champion et al., 2003; Valanis et al., 2003; Legler et al., 2002).

Advances in education have helped increase the use of mammography; in 1998, almost 70% of U.S. women age 40 or older
reported receiving a mammogram within the last 2 years, compared with less than 30% of women in 1987 (Legler et al., 2002;
Swan et al., 2003). As a result, mammography was the only type of cancer screening test for which the Healthy People 20007
goal was reached. Unfortunately, not all populations have experienced these dramatic improvements, as older individuals, those
with less education, and those with lower incomes are still less likely to be screened than other women (Hiatt et al., 2002;
Meissner et al., 2003). In addition, while differences in mammography rates have narrowed between Caucasian and African-
American women in recent years, rates for Hispanic women remain lower than those of either group (Legler et al., 2002). This
issue remains important for our nation because, among women with late-stage cancer, over 50% have not undergone screening
(Taplin et al., 2004 in press). To approach the mortality reduction goals for the year 2010, we must screen women of all
backgrounds and reach those who have not been screened.

Factors Affecting the Accuracy of Mammography

Although screening mammography is the best technique available for reducing mortality from breast cancer, mammography
does not detect every breast cancer. Much has been learned in recent years about some of the factors that affect the ability of
mammography to accurately detect cancer. We now know, for example, that in a population offered screening, 40% of late-
stage cancers occur among women who have had negative screening tests within the previous 3 years (Taplin et al., 2004).

7 Healthy People 2000 is available at http://odphp.osophs.dhhs.gov/pubs/hp2000.
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One key factor is breast density, which makes the interpretation of mammograms challenging because dense breast tissue can
resemble cancerous tissue on mammographic film (Carney et al., 2003; Mandelson et al., 2000; Rosenberg et al., 1998). Breast
density appears to be associated with several factors, including age, race, and hormone usage. Breast density decreases with age,
so it is perhaps not surprising that the accuracy of mammography increases with age (Barlow et al., 2002; Carney et al., 2003;
Rosenberg et al., 1998; Ziv et al., 2003). Asian and black women are more likely than white women to have dense breasts,
although black and white women over 65 have similar breast density (El-Bastawissi et al., 2001). However, researchers found
that screening mammography is as accurate in black women as in white women after controlling for age, breast density, and
time since the previous mammogram (Gill and Yankaskas, 2004). Women who use hormone replacement therapy (HRT) are
two to three times as likely as women who do not use HRT to have dense breasts, but these differences decrease when HRT
use is stopped (Rosenberg et al., 1998; Rutter et al., 2001). The impact of HRT on mammography accuracy appears to be
completely attributable to the fact that HRT use increases breast density (Carney et al., 2003).

Another factor that influences the quality of the screening process is breast positioning during the mammogram procedure.
Specifically, mammograms are up to 20% more likely to detect cancers when the breast is positioned properly on the machine,
and women with cancers found after a negative mammogram result are more than twice as likely to have been positioned
improperly at the time of the screening examination (Taplin et al., 2002).

Quality of Care

Although a vast literature addresses the use of screening mammography for breast cancer, less attention has been devoted to
follow-up of abnormal test results. Recent research has begun to address this gap, showing that over 25% of patients with

an abnormal screening mammography result do not receive the recommended follow-up care. Thus, barriers to appropriate
follow-up exist at the provider, patient, and health care system levels (Yabroff et al., 2003). Rates of inappropriate follow-up are
even higher in some populations, as almost one-third of black women with an abnormal mammogram or clinical breast exam
do not receive appropriate follow-up 6 months after being screened (Kerner et al., 2003).

Treatment provided to women with early-stage breast cancer appears to be consistent with the results of national consensus
conferences and clinical trials addressing this topic (Guadagnoli et al., 1998; Harlan et al., 2002); however, some disparities
remain in the care of women with breast cancer. For example, women of low socioeconomic status are more likely than others
to be diagnosed with late-stage cancer, to experience a recurrence, and to die from breast cancer (Bradley, Given, et al., 2002;
Gordon, 2003). In addition, elderly women enrolled in an HMO are less likely to have breast cancer diagnosed at a late stage
and more likely to receive breast-conserving therapy than women enrolled in a fee-for-service setting (Riley et al., 1999).
However, other disparities have decreased. Specifically, investigators have shown that African-American women tend to be
diagnosed with breast cancer at the same stage, receive the same treatment, and have the same survival rates as white women
after controlling for several patient characteristics, such as age, disease stage, socioeconomic status, and insurance coverage
(Bradley, Given, et al., 2002; Gordon, 2003). Furthermore, disabled women have the same risk of dying from breast cancer as
women who are not disabled (Roetzheim and Chirikos, 2002).

Survivors’ Issues

Women with a history of breast cancer account for over 40% of all female cancer survivors. As the number of breast cancer
survivors increases, it is becoming increasingly apparent that these women are much more resilient than previously assumed.

Breast cancer survivors report a broad range of physical symptoms after completing treatment (Michael et al., 2000). Some
groups of women are at greater risk for adverse effects following breast cancer diagnosis and treatment; women who have had
adjuvant chemotherapy and those who are younger appear to be more likely than other women to experience problems with
general health, physical functioning, and social functioning (Ganz et al., 2002).

Behavioral research has demonstrated that social support mediates individuals’ general well-being, and this may be particularly
true after a cancer diagnosis. An analysis of data from the Nurses’ Health Study found that level of social integration is an
important predictor of subsequent health-related outcomes for breast cancer survivors—even more than treatment or tumor
characteristics. On average, socially isolated women were more adversely affected by breast cancer than socially integrated
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women in terms of their role function, vitality (feeling energetic and alert), and physical function. Rehabilitation programs
should emphasize interventions that address the availability of adequate social support (Michael et al., 2002).

It now appears that the threat to life imposed by cancer can be life altering, especially with respect to health behaviors. In

one study examining this effect, researchers found that after their cancer diagnosis, almost half of smokers quit smoking, and

a similar proportion of study participants improved their dietary habits; however, one-third exercised less (Blanchard et al.,
2003). Several researchers are studying the risk for physical inactivity following cancer and its corresponding adverse impact on
weight and health; these researchers are using exercise interventions to improve survivors’ emotional and functional well-being.
The results for breast cancer survivors are compelling: exercise training programs have beneficial effects on cardiopulmonary
function and quality of life (Courneya, Mackey, et al., 2003; Pinto et al., 2003), reduce fatigue, and help maintain functional
ability (Kolden et al., 2002), and, when combined with group psychotherapy, may improve women’s quality of life beyond

the benefits of group therapy alone, especially with respect to physical and functional outcomes (Courneya, Friedenreich, et
al., 2003). While it is not clear if these types of interventions will alter the course of cancer (i.e., rate of or time to recurrence
or death), such programs hold promise for reducing cancer-related morbidity and promoting general health. They also appear
to have enormous appeal to survivors eager to reduce the perceived stress in their lives and take control of their bodies after
cancer.

As the number of long-term survivors increases, the indirect morbidity and disability costs of breast cancer may also be rising.
Research indicates that breast cancer has an economic impact on long-term survivors. In one study, survivors who were
working when they were originally diagnosed experienced much larger reductions in their annual earnings over 5 years than
working control subjects (Chirikos et al., 2002). Breast cancer survivors are also 10% less likely to be working than women
without breast cancer. However, women who survive breast cancer and continue to work report working approximately 3 more
hours a week than women who do not have cancer. This suggests that the morbidity associated with certain types and stages of
breast cancer and its treatment does not interfere with a woman’s ability to work (Bradley, Bednarek, et al., 2002).

Continuing Needs and Evolution

In spite of recent progress, most women in the United States still do not obtain recommended annual mammograms.
Advances are clearly needed in communications strategies to educate more women about the importance of mammography.
More research is also needed on barriers to screening and ways to reduce them to ensure that all women are screened at
recommended intervals. Furthermore, mechanisms need to be identified to reduce health disparities by increasing the rate at
which underserved populations receive mammography screening. Disparities in treatment, including likelihood of receiving
breast-conserving surgery and outcomes of various breast cancer treatments, also require further exploration. In addition, we
need new screening techniques that are more sensitive and specific than mammography and that offer improved data storage,
transmission of results, cost, and ease of use. Because the accuracy of individual radiologists in interpreting mammograms
varies (depending on such factors as training, experience, and type of screening program), more research is needed on sources
of variation and ways to increase radiologists’ accuracy.
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NCI Projects Supported in 2003 Addressing the PRG Priority: What are the genetic and biological
bases of mammary gland development throughout the life of the organism?
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Knowles, Barbara Techniques For Modeling Human Cancer In Mice CA082874
Krop, lan E Characterization of Hin1 Putative Tumor Suppressor CA094787
Kumar, Rakesh Role of Metastatic Tumor Antigen-1 in Mammary Gland CA098823
Kumar, Rakesh F PAK1 in Mammary Gland Development and Carcinogenesis PA99-162 CA090970
Kushner, Peter J Gene Activation by Antiestrogens Used in Cancer Therapy CA080210
Lee, Adrian V IRS1 and 2 Signaling in Mammary Development and Cancer PA99-162 CA094118
Lee, David C ErbB Requlation of Breast Development and Tumorigenesis CA061896
Li, Rong BRCA1 Function in Gene Regulation and Tumor Suppression CA093506
Lin, Shiaw-Yin CHK2--Roles in Checkpoint and Breast Tumor Suppression CA093043
Lisanti, Michael P Cav-1 in JAK/STAT Signaling, Lactation, & Breast Cancer CA098779
Littlepage, Laurie E MMPs & Genomic Instability in Mammary Tumor Development CA103534
Luo, Kunxin K SnoN and TGF-beta Signaling CA087940
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54601
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Principal Investigator Title RFA or PA Project ID
Lydon, John P Progesterone Receptor and Breast Cancer CA077530
Maheswaran, Shyamala Mullerian Inhibiting Substance-mediated Inhibition of Breast Cell Growth CA089138
Mc Keown-Longo, Paula J Eibronectin Polymerization--Effects of Cell Signaling CA069612
McKeon, Frank D Murine p73 in Tumorigenesis CAO075340
Michel, Loren Analysis of Loss of Function of MAD2 in Mammals CA085731
Mira-Y-Lopez, Rafael Aberrant Retinoid Signaling in Breast Cancer CA054273
Mor, Gil G Eas/FasL System in Normal Mammary Gland Development PA99-162 CA092435
Moses, Harold L TGE-beta in Mammary Development and Tumorigenesis CA102162
Oshima, Robert G ETS Transcription Factors in Development and Cancer CAQ74547
Parvin, Jeffrey D BRCA1 Function CA090281
Perez, Aymee Regulation of SMC/rMUC4 Transcription by Cell Signaling CA084178
Pinzone, Joseph J Beta Protein 1 and Nuclear Hormone Signaling in Breast Cancer CA101875
Pollard, Jeffrey W CSEF-1. Macrophages. & Mammary Gland Development and Cancer PA99-162 CA094173
Polyak, Kornelia Hin-1. a Novel Putative Breast Tumor Suppressor Gene PA99-162 CA094074
Reddy, E P Myb Gene Family and Breast Cancer CA079086
Reddy, Kaladhar B Mitogen Activated Protein Kinases and Breast Cancer CA083964
Rosen, Jeffrey M. Hormonal Regulation of Breast Cancer PA99-162 CA016303
Rubin, Jeffrey S. Biological Activity and Structural Analysis of Secreted Frizzled-Related BC010251

Proteins and Dickkopfs; Regulation of Wnt Signaling
Russo, Irma H Breast Cancer Therapy by Differentiation Gene Activation CA094098
Salisbury, Jeffrey L Centrosome Amplification in Human Breast Cancer CA072836
Schaller, Michael D EAK and Breast Cancer CA090901
Schmidt, Emmett V Genes Regulated by c-MYC CA063117
Serra, Rosa A. TGF-beta in Stromal Epithelial Interactions in Mammary Gland PA99-162 CA091974
Shi, Yuenian E N-3 Polyunsaturated Fatty Acid (PUFA) & Binding Protein MRG on Mammary CA093542

Tumors
Shively, John E Role of Bgp in Breast Epithelial Cell Polarization CA084202
Silberstein, Gary B Role of PAX2 in Mammary Development and Cancer CA091996
Silver, Daniel P Roles of BRCA1 and BRCAZ in Breast Carcinogenesis CA082572
Smith, Gilbert Howlett Biology of Mammary Gland Development and Tumorigenesis BC010021
Stern, David F Transformation by the neu Oncogene Product and by EGFE CA045708
Sterneck, G. Esta Cell Growth Control In Vivo by C/EBPbeta and C/EBPdelta BC010307
Strange, Robert Akt 1 and Mammary Cell Survival During the Estrus Cycle CA085669
Trentham-Dietz, Amy Breast Cancer In Situ: Recurrence and Quality of Life PA98-027 CA067264
Vonderhaar, Barbara K. Prolactin Interactions in Mammary Gland Development and Tumorigenesis BC008226
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http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64802
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64802
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56678
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55798
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59554
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55120
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
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Principal Investigator Title RFA or PA Project ID
Wagner, Kay-Uwe Tumor Susceptibility Gene 101 Deficiency and Neoplasia PA99-162 CA093797
Wakefield, Lalage M. Epithelial Homeostasis and Tumorigenesis in TGFbeta-compromised Mouse BC005785

Models
Weinberg, Robert A Mechanisms of Breast Development and Carcinogenesis CA080111
Welsh, Joellen E Vitamin D-mediated Apoptosis in Mammary Cells CA069700
Welsh, Joellen E Bio-activation of Vitamin D in the Mammary Gland PAR02-176 CA103018
Werb, Zena Role of Metalloproteinases in Mammary Gland Remodeling CA057621
Wysolmerski, John J The Effect of PTHrP During Lactation PA99-162 CA094175
Yamamoto, Keith R Gene Regulation by Steroid Receptor Proteins CA020535
Yee, Lisa D Fatty Acids and Ppars in Breast Cancer Prevention CA086020
Zhang, Hui Proteolysis and Mammalian GI/S Cell Cycle Transition CA072878
Zhu, Yijun Coactivators in Breast Development and Tumorigenesis PA99-162 CA088898
Zutter, Mary M. Altered Alpha2 Integrin Expression in Breast Cancer CA070275

Table B-2

NCI Projects Supported in 2003 Addressing the PRG Priorities:

Bio-B: What are the genetic and epigenetic bases of pathologic lesions that occur during the

progression of breast cancer from the earliest hyperplasias to invasive disease?

Gen-B/Gen-D: Identify somatic mutations and epigenetic alterations that are due to exogenous factors
or to chance. As these are detected, it will be important to know which ones are rate limiting. Once
rate-limiting changes are identified, specific pathways altered by these genetic events can provide
clues for possible targets for: 1. Identifying very small lesions (diagnosis). 2. Treatment (by reversing
the altered phenotype). 3. Identifying tumor cells (to individualize therapy based on tumor genotype). 4.
Prevention (by systemic treatment of women before critical changes occur).

Principal Investigator Title RFAorPA  ProjectlD Bio-B Gen-B/
Gen-D
Aaronson, Stuart A Cellular Senescence in Aging and Cancer CA085214 X
Aaronson, Stuart A Cloning and Analysis of Wnt Receptors in Breast Cancer CA071672 X
Adamson, Eileen D EGR-1 Roles and Mechanisms CA067888 X
Adriance, Melissa Minority Predoctoral Fellowship Program CA090205 X X
Aiyar, Sarah E Regulation of Estrogen Receptor by BRCA1 and CA099359 X
COBRA1
Albala, Joanna S A Role of RAD51B in DNA Repair and Breast CA08 10 19 X X
Carcinogenesis
Albertson, Donna Genomic Analysis of Estrogen Receptor-negative Breast CA03-005 CA 10 1359 X X
Cancer
Albertson, Donna G Amplicon Profiling by Array Comparative Genomic PAR99-102 CA094407 X
Hybridization
Albertson, Donna G High Resolution Genomic Analysis of Amplicon Structure CA09042 1 X X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55293
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56095
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55630
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57521
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54342
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59167
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57057
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59800
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55466
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53799
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53686
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53882
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56022
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=45916
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52976
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52976
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57212
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57212
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54829
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54829
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57533
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57533
http://grants.nih.gov/grants/guide/pa-files/PAR-99-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54817
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Principal Investigator Title RFAor PA  ProjectID Bio-B Gen-B/
Gen-D
Aldaz, C Marcelo Characterization of WXOX, the Cancer Gene Spanning CA 102444 X
FRAX6D
Aldaz, C Marcelo Gene Expression Signature of Early Breast Cancer CA98-027 CA084978 X
Alexander, Caroline M The Role of Syndecan-1 in Mouse Mammary Neoplasia CA090877 X
Ambs, Stefan Identification of Allele Variant Genes That Are Risk BCO 10439 X
Factors for Human Breast Cancer
Ambs, Stefan The Molecular Profile of Inflammatory Breast Cancer RCO 10500 X
Anderson, Robin L Genes Important in Breast Cancer Metastasis PA99-162 CA09029 1 X
Anderson, Steven M Induction of Mammary Cancer by Signaling Molecules CA085736 X
Appella, Ettore Tumor Suppressor Protein, p53 BC005599 X
Arnold, Andrew Cyclin D1-PRAD1 in Mammary Neoplasia CA055909 X
Artandi, Steven E Telomere Dysfunction, Genomic Instability and Cancer CA082176 X X
Artavanis-Tsakonas, Spyridon Notch Signaling in Mammary Development and CA098402 X
Tumorigenesis
Arteaga, Carlos L TIGE-betas and TGF-beta Receptors in Human Breast CA062212 X
Cells
Avraham, Hava K. Studies of a Novel BRCA1 Tricomplex in Breast Cancer CA096805
Bachelder, Robin E Novel Function for VEGF in Breast Carcinoma Survival CA093855 X
Baer, Richard J BRCA1 Function in Breast Cancer CA088545 X
Bale, Allen E Breast Cancer Genes in Mexican Populations PA01-021 CA089791 X
Band, Vimla Research Training in Oncology CA009429 X
Band, Vimla The Role of a Novel Gap in Epithelial Oncogenesis CA081076 X
Banerji, Sunandita S Requlation of TGF-beta RIl in Breast Cancer Cells CA079840 X
Barcellos-Hoff, Mary-Helen H Gordon Research Conference on Mammary Gland CA090303 X X
Biology
Baylin, Stephen B Methylation of the Calcitonin Gene in Human Tumors CA0433X8 X X
Behbod, Fariba Stem Cells in Normal Mammary Development and CA101560 X X
Cancer
Beitz, Alvin J In Vivo Analysis of Tumor Peptide Secretion PAR01-106 CA086330 X
Benz, Christopher C Therapeutic Modulation of Breast Cancer Oncogenes CA036773 X
Berg, Patricia E A Novel HOX Gene Target in Breast Cancer PAR01-045 CA091149 X
Bernstein, Jonine L Breast Cancer, Radiation Exposure, and the Atm Gene CA98-018 CA083178 X
Berzofsky, Jay A. Antigen-specific T-cell Activation, application to Vaccines SC004020 X
for Cancer and AIDS
Bhujwalla, Zaver M. Hostile Environments Promote Invasion and Metastasis CA082337 X
Bishop, Douglas K Genetic Dissection of BRCA1’s Recombination Function CA095777 X
Bissell, Mina J Definition of Microenvironment in Breast Cancer CA93-37 CA064786 X X
Blackwell, Kimberly L Antiestrogenic Effects on Tumor Angiogenesis CA087838 X
Boerner, Julie Targeting EGFR and c- SRC Synergy in Breast Cancer CA093028 X X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55152
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55152
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55687
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57924
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57526
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54280
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54280
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54244
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59831
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56076
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54182
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54182
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57413
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56064
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56064
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55537
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Principal Investigator Title RFAor PA  ProjectlID Bio-B Gen-B/
Gen-D
Bolton, Judy L Carcinogenic Metabolites Formed From Antiestrogens CA079870 X
Bondy, Melissa L Determinants of Breast Cancer Survival CA089608 X
Boudreau, Nancy J HOX Genes, Extracellular Matrix Remodeling/ CA085249 X
Angiogenesis
Bourguignon, Lilly Y CD44 Variant (CD44V) and Cytoskeleton Proteins in PA93-83 CA066163 X
Breast Cancer Progression
Bouton, Amy H Mechanisms of Breast Cancer Cell Growth & CA096846 X
Tumorigenicity
Boyer, Thomas G Modulation of Estrogen Receptor Function by BRCA1 CA098301 X
Brattain, Michael G. Autocrine TGF-beta and Breast Cancer Cell Growth CA072001 X X
Brennan, Murray F Surgical Oncology Research Training Grant CA009501 X
Brinton, Louise Study of Breast, Ovarian and Endometrial Cancer in CP010126- X
Polish Women Sub-01033
Brock, Graham J Identification of M5 CpG Alterations in Breast Carcinomas | PAR99-102 CA086305 X
Brodie, Angela M Aromatase and Breast Cancer CA062483 X
Bromberg, Jacqueline F Role of STAT3 in Breast Cancer Tumorigenesis CA087637 X
Brooks, Samuel C Tumor Suppressor like Activity of Estrogen Receptor CA089526 X
Brose, Marcia S BRCAX Deletion in Murine Cells and Mammary Tissue CA090431 X X
Brown, Anthony M WNT Signaling in Mammary Development and Cancer CA047207 X
Brown, Erika Mechanistic Studies of BRCA2-RAD51-mediated DNA CA096944 X
Repair
Brown, Kevin D Epigenetic Silencing of Atm in Breast Cancer PA01-010 CA102220 X X
Brown, Patrick O A Cancer Taxonomy Based on Gene Expression Patterns | CA98-027 CA085129 X
Brueggemeier, Robert W. 2003 Hormonal Carcinogenesis Gordon Research CA101813 X
Conference
Brueggemeier, Robert W. Estrogen Biotransformations and Breast Cancer Etiology CA073698 X
Brugge, Joan S Cell Death Regulation in Lumen Formation and CA105134 X
Oncogenesis
Buetow, Kenneth H. Molecular Genetic Epidemiology of leading U.S. Cancers CP010140 X
Bulun, Serdar E Breast Cancer-Proximal Stroma Interaction and CA067167 X
Aromatase
Callahan, Robert Mammary Tumorigenesis in Inbred and Feral Mice BC005148 X
Cance, William G. Focal Adhesion Kinase--Tumor Biology and Therapeutics | PA92-81 CA065910 X
Cardiff, Robert D Biology of Neoplastic Transformation in Breast Cancer PA99-162 CA089140 X
Cardiff, Robert D Preclinical Models of Breast Cancer CA104880 X
Carrasco, Nancy The Mammary Gland Sodium/lodide Symporter (mgNIS) CA098390 X X
Carraway, Kermit L Eunction of Sialomucin Complex/MUC4 in Mammary CA052498 X
Tumors
Cavalieri, Ercole L Molecular Orgin of Cancer--Catechol Estrogen-3, 4- CA049210 X
Quinones
Cavalieri, Ercole L Molecular Origin of Cancer--Catechol/Semiquinone/ CA049917 X

Quinone
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=49242
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56994
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58122
http://grants.nih.gov/grants/guide/pa-files/PA-98-027.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53751
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53751
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56617
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58375
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58375
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65061
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57105
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57105
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64774
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59794
http://grants2.nih.gov/grants/guide/pa-files/PA-92-081.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54985
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57675
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56305
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56167
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56167
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56218
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56218
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54842
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54842
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Chambers, Timothy C Stress-Activated Protein Kinases and Chemotherapy CAOQ75577 X

Chandler, Dawn S A Novel Ring Finger Protein Implicated in Neoplasia CA090036 X X

Chang, Eric C Regqulation of Genetic Stability by the INT6 Family CA090464 X

Chaudhuri, Gautam Estradiol, Nitric Oxide and Cyclin D1 in Breast Cancer CA078357 X

Chen, Guan Inhibition of RAS Mitogenic Signaling by the p38 Pathway CA091576 X

Chen, Junjie Analysis of BRCA1 Function in DNA Repair CA089239 X

Chen, Shiuan Aromatase and Breast Cancer CA044735 X

Chen, Wen 'Y Human Prolactin Antagonist as a Chemopreventive Agent | PAR02-176 CA105479 X

Chen, Xinbin Mechanism of p73-dependent Tumor Suppression CA081237 X

Cheng, Jin Q AKT1 Oncogene in Carcinogenesis CA089242 X

Chodosh, Lewis A In Vivo Ras-induced Senescence and Tumorigenesis CA098371 X

Chodosh, Lewis A. Mammary Development and Breast Cancer Susceptibility CA092190 X

Chodosh, Lewis A. Temporal Analysis of Mammary Carcinogenesis PAR99-102 CA094393 X

Christov, Konstantin T p27KIPL Deficiency, Potential Promoter of Carcinogenesis | PAR00-025 CA095712 X

Churchill, Gary A. Experimental Design & Analysis for Expression PAR99-100 CA088327 X
Microarray

Claffey, Kevin P VEGF mRNA Stabilization Mechanisms in Tumor CA064436 X
Angiogenesis

Clarke, Robert Molecular Analysis of Human Breast Cancer PAR02-010 CA096483 X

Clelland, Catherine L Breast Cancer Diagnosis: Blood-Cell Multigene PA01-010 CA102552 X
Signatures

Clevenger, Charles V. Function of the Prolactin Receptor Complex in Breast CA069294 X
Cancer

Clevenger, Charles V. Multimeric Signaling Complexes in Prolactin Receptor CA092265 X
Transduction

Clevenger, Charles V. Regqulation of STAT Function in Breast Cancer CA102682 X

Clinton, Gail M Novel HER2 Secreted Protein that Binds to P185 HER2 CA082503 X

Clinton, Gail M Truncated HER2/neu Protein in Breast Cancer CA083970 X

Coffey, Robert J Mouse Cancer Models via TGF-beta RIl Loss CA98-013 CA084239 X

Collins, Colin Development of End Sequence Profiling: Structural & PAR01-106 CA103068 X X
Functional Oncogenomics

Condeelis, John S Novel Imaging Methods for Gene Discovery in Cancer PAR99-100 CA089829 X

Conway-Dorsey, Kathleen T Molecular Epidemiology of Smoking & Breast Cancer CA092554 X

Conzen, Suzanne D Glucocorticoid Mediated Signaling in Breast Cancer CA089208 X

Conzen, Suzanne D Survival Signaling in Breast Cancer CA090459 X

Couch, Fergus J Characterization of the Chromosome 17923 Amplicon CA087898 X X

Croce, Carlo M. 8p22 Alterations, in Prostate, Breast and Esophageal CA083698 X
Cancer

Cunha, Gerald R Stromal Epithelial Interactions in Breast Cancer CA091967 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58257
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59324
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58294
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57568
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58482
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54929
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54000
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59127
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54836
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55870
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55545
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56650
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55542
http://grants.nih.gov/grants/guide/pa-files/PAR-99-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57599
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59743
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59743
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54026
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54026
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59054
http://grants.nih.gov/grants/guide/pa-files/PAR-02-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53920
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53920
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57297
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57297
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57327
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57327
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58105
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57306
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57723
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57646
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-98-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57493
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57493
http://grants.nih.gov/grants/guide/pa-files/PAR-01-106.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54159
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58731
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54115
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54700
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55794
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53447
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53447
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57126
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Cuttitta, Frank Identification of Peptide Growth Factors That Regulate SC000173 X

Human Tumor Proliferation
Dai, Jiale SYK Signaling and Breast Cancer Invasion CA100278 X
Dalla-Favera, Riccardo Cell, Molecular and Developmental Biology of Cancer CA009503 X
Dalla-Favera, Riccardo Molecular Pathogenesis of Breast Cancer CA097403 X X
Dang, Chi VvV c-MYC--Transcription and Apoptosis CA051497 X
De Clerck, Yves A. Metalloproteinase Inhibitors in Tumor Progression CA042919 X
De Lange, Titia Telomere Length Control by TRF1 and TRF2 CA076027 X
De Luca, Luigi M. Retinoids in Differentiation and Neoplasia BC004798 X
De Pinho, Ronald A Telomerase in Development, Senescence and Neoplasia CA084628 X X
Debnath, Jayanta Oncogenes and Luminal Apoptosis Within Mammary Acini CA098419 X
Demichele, Angela Age, Cell Cycle Markers and Breast Cancer Outcomes CA081009 X
Der, Channing J Biological Activity of RAS Oncogenes CA042978 X
Der, Channing J Cancer Cell Biology Training Program CA071341 X
Der, Channing J RHO Family Proteins and Malignant Transformation CA063071 X
Derynck, Rik M Mechanisms of TGF-beta Receptor and SMAD Signaling CA063101 X
Deuel, Thomas F Pleiotrophin-- An Angiogenic Switch in Tumor Progression CA084400 X
Deuel, Thomas F Role of Pleiotrophin in Breast Cancer CA066029 X
Diatchenko, Luda Profiling of Signal Transduction Pathways in Cancer PAR01-105 CA101271 X
Dickson, Robert B Matriptase: Activation and Function in Breast Cancer CA096851 X
Dillon, Deborah Nutrients Effect on Genotype in Breast Cancer CA079774 X
Dimri, Goberdhan P Role of Bmi-1 in Telomerase Regulation and Breast CA094150 X

Cancer
Disis, Mary L. Multi-antigen Vaccines for Breast Cancer CA03-005 CA101190 X
Edwards, Dean P. Progesterone Receptor Binding to Specific DNA CA046938 X

Sequences
El-Bayoumy, Karam E. Nitroaromatics and Breast Cancer CA035519 X X
El-Deiry, Wafik S. Unique BRCA1 Transcriptional Response Leading to CA094975 X

Repair
Ethier, Stephen P. Altered Signaling in Transformed Breast Epithelial Cells CA070354 X
Ethier, Stephen P. Breast Cancer Oncogenes on the 8p11 Amplicon. CA100724 X X
Farnham, Peggy J Transcriptional Reqgulation of Growth-related Genes CA045240 X
Feig, Larry A Genetic Analysis of RAS and G-protein Function CA047391 X
Felton, James S Carcinogenic Significance of Heterocyclic Amines CA055861 X
Ferguson, Kathryn M Structural Basis for ErbB Receptor Activation CA092246 X X
Filippova, Galina N Structure and Function of CTCF: Mouse Model Studies CA068360 X
Fornace, Albert J. Molecular Biology of Cellular Injury BC007184 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65063
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65063
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54552
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56315
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56294
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57032
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57167
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52830
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64795
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54788
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57778
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56370
 http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58827
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54380
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57152
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56133
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55699
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58180
http://grants.nih.gov/grants/guide/pa-files/PAR-01-105.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58911
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=44923
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59348
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59348
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53668
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54762
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54762
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54164
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57315
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57315
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56886
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57209
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57653
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53600
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56016
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57754
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57719
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64781
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Fotedar, Arun DNA Damage, Retinoblastoma and Cell Survival CA092321 X
Franzoso, Guido GADDA45-beta in JNK Signaling, Apoptosis, and Cancer CA098583 X
Fresco, Jacques R. Fluorescent Tish Probes for Cancer Revelant Sequences | PAR99-100 CA088547 X
Freudenheim, Jo L Methylation and Oxidation in Breast Cancer Epidemiology CA092040 X
Frey, Alan B Mechanism of T-cell Anergy Induced by Breast Cancer CA083687 X
Frost, Andra R Prevention of Breast Cancer by Targeting Myofibroblasts | PAR02-176 CA105950 X
Fuqua, Suzanne A A Hypersensitive Estrogen Receptor-alpha Mutant in CA072038 X
Breast Cancer Progression
Furmanski, Philip Determinants of Treatment Response in Cancers CA096809 X
Futscher, Bernard W. Genomic Methylation--Mechanism to Alter Tumor CA065662 X
Phenotypes
Gao, Qingshen Characterization of a Novel BRCA2 Binding Protein CA095221 X
B2BP1
Gazdar, Adi F Markers for Risk Assessment/Early Detection of Lung and | CA98-028 CA084971 X
Gendler, Sandra J Functional Study of a Carcinoma Associated Mucin, CA064389 X
MUCA1
Ghosh, Gourisankar Structure/Function Studies of Nuclear Factor Kb CA071871 X
Giaccia, Amato J. Hypoxia and Gene Repression CA088480 X
Glaubensklee, Carolyn S Partnership to Increase Hispanic Cancer Research and | CA02-006 CA091489 X
Ed ion in Col
Glazer, Robert | Akt Protooncogene in Breast Cancer CA081565 X
Goldson, Tove M Minority Predoctoral Fellowship Program CA094817 X
Golemis, Erica A HEI-C and Morphogenesis and Signaling CA080991 X
Gonias, Steven L Urokinase Receptor-initiated Cell Signaling CA094900 X
Gonzalez, Frank J. Xenobiotic-Metabolizing Enzymes BC005562 X
Gould, Michael N Secreted Proteins as Breast Cancer Prevention Markers CA03-005 CA101201 X
Gould, Michael N WKy Rat Genetic Model for Breast Cancer Susceptibility CAQ077494 X
Graham, Michael M. Molecular Imaging of Responses to Cancer Therapy CA01-010 CA09X709 X
Green, Jeffrey E. Transgenic Models for Prostate and Breast Cancers BC005740 X X
Gunther, Edward J BRCA1 Function Using an Inducible Transgene CA079682 X
Gupta, Ramesh C Breast Cancer Etiology CA090892 X X
Haber, Daniel A. Functional Characterization of BRCA1 CA084066 X
Hahn, William C New Models of Human Cancer CA094223 X
Hamburger, Anne W ErbB Receptor Control of Breast Cancer Growth CA076047 X
Hardy, Robert W Novel Regulation of Cell Proliferation CA081236 X
Hart, Gerald W Glycosylation and Cancer CA042486 X
Hartman, Anne-Renee Genetic Alterations in Breast Cells From BRCA1 Carriers CA098246 X X
Harvell, Dijuana M Modulation of Estrogen-Requlated Genes by CAX03511 X X
Progesterone Receptor Isoforms
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53642
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54991
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53248
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54496
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52918
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59593
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55587
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55587
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54578
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58149
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58149
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59030
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59030
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57540
http://grants2.nih.gov/grants/guide/pa-files/PA-98-028.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54601
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54601
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57995
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57822
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59040
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59040
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57420
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=49502
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54480
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53107
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64778
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54936
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59646
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55779
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64780
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58539
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54123
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57916
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56160
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55800
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54864
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54814
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58999
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54736
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54736
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Haslam, Sandra Z Role of Stroma in Mammary Gland Cell Proliferation PA99-162 CA040X04 X
Hasty, Edward P Investigation of XRCC5 Mutant Mice CA076317 X
Hazan, Rachel B Mechanisms of N-Cadherin Mediated Breast Cancer CA090872 X
Metastasis
Hein, David W Pharmacogenetics of Drug and Carcinogen Metabolism PA95-084 CA034627 X
Hilakivi-Clarke, Leena A Pregnancy Estrogens, Diet, and Breast Cancer Risk CA089950 X X
Hill, Steven M Neuroendocrine Influences on Mammary Cancer CA054152 X
Hinds, Philip W. Proliferative Effects of CDK4 and CDK6 Dysregulation CA096527 X
Hla, Timothy T Mechanisms of COX2 Induced Tumorigenesis CA095181 X
Hollingsworth, Michael A Studies on the Post Translational Processing of MUC1 CA057362 X
Holt, Jeffrey T Mechanisms of Carcinogenesis in BRCA2 Mutant Cells CA085269 X X
Horwitz, Kathryn B Progesterone Receptors in Breast Cancer CA026869 X
Hsieh, Jen-Chih The Biochemical Mechanism of WNT Signaling CA095407 X
Huang, Tim H Novel Tool for Analysis of Promoter Hypermethylation PAR99-100 CA094441 X
Huang, Tim H. DNA Hypermethylation in Breast Cancer CA069065 X
Humayun, M Zafri Mechanisms of Inducible Error Prone DNA Replication CA073026 X
Hung, Mien-Chie E1A Gene Therapy in Breast Cancer PA93-078 CA058880 X
Hung, Mien-Chie Growth Factor Receptor Signaling in Breast Cancer CA099031 X
Hyder, Salman M Progestin Regulation of VEGF in Breast Cancer Cells PA99-162 CA0869X6 X
Ip, Margot M TNFE Modulation of Mammary Proliferation CAQ77656 X
Issa, Jean-Pierre J Neoplasia and Methylated CpG Islands Amplification PAR99-100 CA089837 X
lyengar, Srinivas R Signaling Pathways Interactions and Mammary Tumor CA081050 X
Jacobsen, Britta Role of Progesterone Receptor Ratio in Breast Cancer CA090073 X
Janknecht, Ralf G Dysreqgulation of the Transcription Factor ER81 CA085257 X
Jansen, Michelle S Estrogen Receptor-beta Signal Transduction Pathway CA092984 X
Jefcoate, Colin R Polycyclic Hydrocarbons and CYP1B1 in Breast Cancer CA087609 X
Jeng, Meei-Huey Eunctions of Estrogen Receptor Coactivators in Breast CA082565 X X
Tissue
Jensen, Roy A. MMTV-BRCA1 Models CA080067 X
Jerry, Joseph D Profiling Modifications of p53 by Mass Spectrometry PAR00-079 CA094312 X
Johnson, Randall S Transcriptional Response to Hypoxia in Transformed CA082515 X
Cells
Jones, Frank E ErbB4 Signaling in the Normal and Neoplastic Breast PA99-162 CA095783 X
Jones, Frank E Influence of ErbB4 Activity on Metastatic Breast Cancer PA99-162 CA096717 X
Jove, Richard Molecular Signatures of STAT Requlated Genes in CA055652 X
Cancer
Kacinski, Barry M CSF1 and CSF1R and Breast and Ovarian Carcinoma CA92-180 CA047292 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53854
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56685
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54412
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54412
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54308
http://grants2.nih.gov/grants/guide/pa-files/PA-95-084.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59311
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53647
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53798
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53725
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55822
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58921
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53803
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52926
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59864
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59795
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56228
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55385
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53739
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54441
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53994
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53754
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54199
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=45907
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55263
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56720
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57250
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55963
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55963
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57163
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56825
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57992
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57992
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58395
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53646
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55892
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55892
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59115
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Kannan, Perry Regqulation of AP 2 and HER2/neu Gene Promoters CA084278 X
Keely, Patricia J R-Ras and Integrin Signaling in Breast Cell Phenotype CAO076537 X
Kelly, Kathleen Erk-Dependent Growth and Differentiation Pathways SC009358 X
Keri, Ruth A Requlation of ErbB2 Induced Mammary Gland Cancer CA090398 X X
Kern, Francis G. Genetic Mechanisms of Breast Tumor Progression PA96-034 CA050376 X
Keyomarsi, Khandan Proteolytic Processing of Cyclin E in Breast Cancer CA087548 X
Khan, Sohaib A. Estrogen Receptor Variants and Breast Cancer CA072039 X
Kitajewski, Jan K WNT and Frizzled Signaling in Mammary Oncogenesis CA075353 X
Kiyokawa, Hiroaki Role of G Cyclin-dependent Kinases in Immortalization CA100204 X
and Oncogenesis
Klagsbrun, Michael Characterization of neuropilin, a Novel VEGF Receptor CA037392 X
Kleer, Celina G Role of LIBC in Inflammatory Breast Cancer Phenotype CA090876 X
Kleinberg, David L Mammary Carcinogenesis: Growth Hormone and IGF-| PA99-162 CA064709 X
Klevit, Rachel E Structural and Functional Characterization of BRCA1 CA079953 X
Knowles, Barbara Techniques For Modeling Human Cancer In Mice CA082874 X
Koblinski, Jennifer Role of Osteonectin in Breast Cancer Bone Metastasis CA091572 X
Kohn, Elise C. Signal Transduction Therapy--Basic Science SC009163 X
Koller, Beverly H. Role of BRCAX in Normal Cell Growth and Tumorgenesis CA082423 X
Krop, lan E Characterization of Hin1 Putative Tumor Suppressor CA094787 X X
Kufe, Donald W. Oncogenic Signaling by DF3/MUC1 in Human Breast CA097098 X
Cancer
Kumar, Rakesh Role of Metastatic Tumor Antigen-1 in Mammary Gland CA098823 X
Kumar, Rakesh F PAKX in Mammary Gland Development and PA99-162 CA090970 X
Carcinogenesis
Kumar, Rakesh F Targeting Urokinase Pathway for Breast Cancer Therapy CA088923 X
Kushner, Peter J Gene Activation by Antiestrogens Used in Cancer CA080210 X
Therapy
Labaer, Joshua Functional Proteomics of Breast Cancer PAR01-106 CA099191 X
Landgraf, Ralf Role and Mechanism of HER2 Self-Association in Cancer CA098881 X
Lavin, Martin F Missense Mutant ATM and Radiation-Induced CA096731 X
Tumorgenesis
Le Beau, Michelle M. Molecular Analysis of Chromosomal Fragile Sites CA041644 X
Leahy, Daniel J. Structural Studies of Growth Factor Receptor Function CA090466 X
Lee, Adrian V IRS1 and 2 Signaling in Mammary Development and PA99-162 CA094118 X
Cancer
Lee, David C ErbB Regqulation of Breast Development and CA061896 X
Tumorigenesis
Lee, EvaY Oncogenes and Loss of ER in a New p53 Breast Tumor CA049649 X
Model
Lee, Jiing-Dwan Cellular Activation Mechanisms Induced by Mitogens CA079871 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55273
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56018
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65277
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55433
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54874
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58397
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54657
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57510
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55257
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55257
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56398
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59746
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53140
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53670
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=39528
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64911
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56314
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54042
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55653
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55653
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55252
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53778
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53778
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53726
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57532
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57532
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54092
http://grants.nih.gov/grants/guide/pa-files/PAR-01-106.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57559
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59135
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59135
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55021
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57050
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55163
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55163
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56311
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56311
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54351
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54351
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56137
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Lee, Maxwell P. Genetics and Epigenetics of Cancer CP010154 X

Lee, Mong-Hong Regulation of Cyclin-Dependent Kinase Inhibitor p27 CA089266 X

Lee, Sam W Cyclin G in p53-mediated Pathways and Breast Cancer CA085681 X

Lee, Wen-Hwa BRCA1 and Transcriptional Control in DNA Damage CA094170 X
Response

Lee, Wen-Hwa DNA Repair and Tumor Suppressor Genes CA081020 X

Lee, Wes Stem Cell-derived Immunotherapy CA080025 X

Lemmon, Mark A Mechanisms of ErbB2/HER2/neu Activation CA096768 X

Levine, Beth C Analysis of Beclin 1 in Autophagy and Tumor Suppression CA084254 X

Li, Honghua A Genetic Approach to Genome-Scale Analysis of PARO1-104 CA096309 X
Cancers

Li, Jonathan J Genomic Instability and Etiology of Estrogen Oncogenesis CA102849 X

Li, Rong BRCA1 Function in Gene Requlation and Tumor CA093506 X
Suppression

Liao, Dezhong J c-Myc Growth Factor and Breast Cancer PA99-162 CA100864 X

Liber, Howard L lonizing Radiation Mutagenesis CA049696 X

Lin, Jiayuh Requlation of STAT3 by p53 in Cancer Cells CA096714 X

Lin, Shiaw-Yin CHK2--Roles in Checkpoint and Breast Tumor CA093043 X X
Suppression

Lipkowitz, Stanley Molecular Control of Growth, Differentiation, and Death in SC007263 X
Epithelial Cancer Cells

Lisanti, Michael P Cav-1 in JAK/STAT Signaling, Lactation, & Breast Cancer CA098779

Littlepage, Laurie E MMPs & Genomic Instability in Mammary Tumor CAX03534 X
Development

Liu, Jingwen Regulation of Breast Cancer Cell Growth by Oncostatin M CA083648 X

Liu, Xuan Regqulation of p53 by TAFII250 CA075180 X

Liu, Zheng-gang Molecular Mechanism of TNF Signaling and Apoptosis SC0X0376 X

Lopez-Berestein, Gabriel G PRCC/MDACC: Partners for Excellence in Cancer CA02-005 CA096300 X
Research

Lopez-Enriquez, Reynold PRCC/MDACC:Partners for Excellence in Cancer CA02-005 CA096297 X
Research

Louis, David N. Molecular Immunology and Tumor Biology CA009216 X

Lu-Chang, A-Lien L Repair of Oxidatively Damaged Guanines in Human CA078391 X

Lucito, Robert D Application of Genomic Microarrays to Breast Cancer CA093634 X X

Luo, Jia Ethanol, ErbB Receptors and Breast Cancer CA090385 X

Luo, Kunxin K SnoN and TGF-beta Signaling CA087940 X

Lydon, John P Progesterone Receptor and Breast Cancer CA077530 X

Lyerly, Herbert Kim Translational Research in Surgical Oncology CA093245 X

Magnuson, Nancy S Contribution of Pim-1 Kinase to Cell Surival CA104470 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65059
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54922
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56845
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56238
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56238
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56235
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57313
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57008
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53435
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53435
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58962
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53287
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53287
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55331
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56636
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57181
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55581
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55581
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64834
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64834
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56326
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57141
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57141
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55496
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57217
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65168
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59496
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59496
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59407
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59407
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56257
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55801
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53427
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52902
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55373
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58265
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54357
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58015
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Maheswaran, Shyamala Mullerian Inhibiting Substance-mediated Inhibition of CA089138 X
Breast Cell Growth

Malkas, Linda H Development and Evaluation of a Novel Cancer CA083199 X
Biomarker

Malkhosyan, Sergei R Comparative Hybridization of AP-PCR Arrays PAR99-100 CA083241 X

Markaverich, Barry M Cell Growth Inhibiton and Estrogen Action CA035480 X

Marks, Jeffrey R. Expression Based Markers for Breast Cancer Detection CA98-028 CA084955 X X

Marnett, Lawrence J Chemistry and Biology of Malondialdehyde DNA Adducts CA087819 X

Martin, Stuart S Actin-requlated Apoptosis in Mammary Tumorigenesis CA096555 X

Matrisian, Lynn M. The Metalloproteinase Matrilysin in Breast Cancer CA084360 X

Mc Cubrey, James A Ras/Raf & PI3K/Akt-induced Breast Cancer Drug CA098195 X
Resistance

Mc Macken, Roger L Training in Areas Fundamental to Cancer Research CA009110 X

McKeon, Frank D Murine p73 in Tumorigenesis CA075340 X

Medina, Daniel M. Biology of Mouse Mammary Preneoplasias CA011944 X X

Medina, Daniel M. Mechanisms of the Hormonal Prevention of Breast PA93-083 CA064255 X
Cancer

Medina, Daniel M. p53 and Mouse Mammary Tumorigenesis CA084320 X X

Mercurio, Arthur M. Integrin Function and Signaling in Carcinoma Progression CA080789 X

Meric, Funda Role of Nuclear Tyrosine Rak in Breast Cancer CA091834 X X

Merino-Neumann, Maria J. Gene Expression Profiling of Microdissected Normal, SC009361 X X
Invasive and In Situ Carcinoma of Breast through the use
of Nucleic Acid Array.

Michel, Loren Analysis of Loss of Function of MAD2 in Mammals CA085731 X X

Mikovits, Judy A Development of Inhibitors of the DNA Methylation CA090013 X
Process

Miller, Fred R Proteomics of Progression in MCF-10 Xenograft Model PA99-162 CA090503 X X

Mills, Gordon B. MMAC1/PTEN Tumor Suppressor and Breast Cancer CA082716 X

Minna, John D. Characterization of Human 3p Recessive Oncogenes CA071618 X

Mira-Y-Lopez, Rafael Aberrant Retinoid Signaling in Breast Cancer CA054273 X

Miskimins, W Keith Translational Control of p27 in Breast Cancer Cells CA084325 X

Miyamoto, Shigeki Mechanism of Constitutive NF-kappa B Activity CA081065 X

Mo, Yin-Yuan Ubc9 as a Novel Target for Cancer Therapy CA102630 X

Momand, Jamil A Response of p53 Promoter to Hydrogen Peroxide CA101757 X

Montano, Monica M A Novel Growth Regulatory Factor in Breast Cells CA092440 X

Monteiro, Alvaro N Functional Analysis of BRCA1 Mutants CA092309 X

Mor, Gil G Fas/FaslL System in Normal Mammary Gland PA99-162 CA092435 X
Development

Moser, Amy R A Novel Genetic Modifier of Mammary Tumor CA093757 X
Susceptibility

Moses, Harold L TGF-beta in Mammary Development and Tumorigenesis CA102162 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59356
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59356
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55344
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55344
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58588
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56066
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59683
http://grants2.nih.gov/grants/guide/pa-files/PA-98-028.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56459
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53469
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57655
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56198
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56198
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59695
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53459
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55136
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55559
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55559
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55585
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55686
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55001
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64961
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64961
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64961
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58469
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58469
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56498
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54654
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57537
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59140
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55793
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56036
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57107
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56282
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55436
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55010
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54283
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54283
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57614
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57614
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58023
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Moses, Harold L TGE-beta Suppression and Promotion of Mammary CA085492 X
Carcinomas

Mueller, Barbara M Protease Activated Receptor in Tumor Biology CA085405 X

Mulder, Kathleen M Mechanisms of TGF-beta Production in Human Cancer CA090765 X
Cells

Mulder, Kathleen M Role of TGF-beta in Microtubule Dynamics CA092889 X

Murphy, Brian J Hypoxic Stress Mechanisms in Radiation and CA057692 X
Chemotherapy

Muthuswamy, Senthil K Early Events of Carcinoma Induced by ErbB Receptors CA098830 X

Narayan, Satya Tumor Suppressor APC and Breast Carcinogenesis CA100247 X

Nathanson, Katherine L Identifying Modifying Genes in BRCA1 Mutation Carriers CA084030 X X

Neuhausen, Susan L Genetic Epidemiology of Breast Cancer: BRCA1 and CA074415 X
BRCA2

Nicholson, Bruce J. Mechanisms of Control of Cell Growth by Gap Junctions CA048049 X

Norton, Larry Program Project in Models of Breast Cancer CA094060 X

Oesterreich, Steffi Estrogen Receptor Co-Repressor Function of SAFB in CA097213 X
Breast Cancer

Olopade, Olufunmilayo | Genetics of Breast Cancer in Blacks CA089085 X

Oppenheim, Joost J. Consequences of Chemokine-Receptor Interactions with BC009369 X
Chemokines and Chemokine Mimics

Oshima, Robert G ETS Transcription Factors in Development and Cancer CA074547 X

Oshima, Robert G ETS2-dependent Stromal Restriction of Breast Cancer CA098778 X

Ouchi, Toru Model of Tumor Suppression by BRCA1 CA090631 X

Pagano, Michele F Box Proteins and Deregulated Proteolysis in Cancer CA076584 X X

Parl, Fritz F Mammary Estrogen Metabolism and Breast Cancer Risk CA083752 X X

Parsons, Ramon E. PTEN Tumor Suppressor and Signal Transduction CA082783 X X

Parsons, Sarah J c-Src and EGF Receptor in Breast Cancer Development CAQ071449 X

Patel, Dinshaw J Molecular Events in Mammary and Testicular Tumor CA046533 X X
Carcinogenesis

Perez, Aymee Requlation of SMC/rMUC4 Transcription by Cell Signaling CA084178 X

Perou, Charles M Molecular Characterization of Breast Basal-Like Tumors CA03-005 CAX0X227 X

Pestell, Richard G Caveolin-1 and Cyclin D1 in Mammary Tumorigenesis CA093596 X

Peterson, Blake R Cancer Therapeutics that Anchor Proteins to Membranes CA083831 X

Petty, Elizabeth M Characterization of a New 179 Breast/Ovarian Cancer CA072877 X
Gene

Pfeifer, Gerd P. RASSFEX Tumor Suppressor Gene CA088873 X

Pierce, J Michael GLCNAC TV Regulation of Cell Surface Structure/ PAR01-046 CA064462 X
Function

Pillai, Shiv S The Role of PKK in NFkappa B Activation CA102793 X

Pinzone, Joseph J Beta Protein 1 and Nuclear Hormone Signaling in Breast CA101875 X X

Cancer
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55351
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55351
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55819
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56768
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56768
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54636
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54487
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54487
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53442
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56962
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=50067
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59723
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59723
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56062
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58603
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56005
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56005
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59512
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65072
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65072
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56945
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56021
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53881
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53024
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57636
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57514
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53293
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53834
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53834
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46369
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56872
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58302
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54016
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54691
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54691
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53722
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57120
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57120
http://grants.nih.gov/grants/guide/pa-files/PAR-01-046.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58800
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59614
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59614
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Pitha-Rowe, Paula M Molecular Targets for Cancer Detection and Treatment CA009071 X X
Pitha-Rowe, Paula M Molecular Targets for Cancer Detection and Treatment CA009071 X
Pollack, Jonathan R Role of Gene Amplification in Breast Cancer CA097139 X
Pollard, Jeffrey W CSE-1, Macrophages, & Mammary Gland Development PA99-162 CA094173 X
and Cancer
Pollard, Jeffrey W Progesterone, Cell Cycle and Cancer CA089617 X
Polyak, Kornelia Hin-1, a Novel Putative Breast Tumor Suppressor Gene PA99-162 CA094074 X
Porter, Peggy L Molecular Alterations in Lobular/Ductal Breast Cancer CA095717 X
Powell, Simon N DNA Repair--Role of the p53 Tumor Suppressor Protein CA058985 X
Pratt, William B Steroid Receptor Transformation CA028010 X
Price, Brendan D Radiation Activation of the ATM and p53 Proteins CA064585 X
Qin, Jun Biochemical Analysis of the BRCAX Protein Complex CA084199 X
Ramsauer, Victoria SMC/MUC4-ErbB2 Complex: Implications on Neoplasia CA102248 X
Ranheim, Erik A Dissection of the Anti-Tumor Immune Response CA090450 X
Rauscher, Frank J Role of the BRCA1 Associated Protein BAP1 in DNA CA092088 X
Repair
Ray, Ratna B Eunctional Role of MBP1 CA052799 X
Raychaudhuri, Pradip Role of Cullin 4A in Tumor Development. CA088863 X
Raz, Avraham Role of Tumor Cell Surface Lectin in Metastasis CA046120 X
Reddy, Kaladhar B Mitogen Activated Protein Kinases and Breast Cancer CA083964 X
Reed, John C Co-Chaperone BAG1 CA067329 X
Reed, Steven | Cyclin E in Growth Control and Tumorogenesis CAQ078343
Ried, Thomas Identification of Chromosomal Aberrations in Human SC010298 X
Epithelial Cancers and Hematological Malignancies and
their Respective Murine Model Systems (Comparative
Cancer Cytogenetics)
Roberts, Anita B. Signal Transduction Pathways of Transforming Growth BC005051 X
Factor-beta
Roberts, David D. Cellular Interactions with Thrombospondin SC009172 X
Roberts, David D. Role of Glycoconjugates in Tumor Cell Adhesion SC009174 X
Roller, Peter P. Polypeptide Inhibitors of Cell Cycle Proliferation BC007354 X
Roninson, Igor B Accelerated Senescence in Tumor Cells CA089636 X
Roninson, Igor B Function-based Selection of Target Genes in Tumor Cells | PAR01-106 CA095996 X
Rosen, Eliot M BRCA1 Modulates Estrogen Receptor Response in CA082599 X
Breast Cancer
Ross, Susan R Genetics of Susceptibility to MMTV-induced Mammary_ CA045954 X
Tumors
Ross, Susan R Non-acute Retroviruses and Determinants of CAQ077760 X
Oncogenicity
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Rubin, Jeffrey S. Biological Activity and Structural Analysis of Secreted BC010251 X
Frizzled-Related Proteins and Dickkopfs; Regulation of
Whnt Signaling
Ruppert, J M Role of GKLF in Epithelial Dysplasia CA065686 X
Russo, Irma H Breast Cancer Therapy by Differentiation Gene Activation CA094098 X
Russo, Jose Genomic Basis of Reproductive History on Breast Cancer CA093599 X X
Sacks, David B Calmodulin and Estrogen Receptor Function CA093645 X
Salisbury, Jeffrey L Centrosome Amplification in Human Breast Cancer CA072836 X
Salomon, David S. The Role of Cripto in the Pathogenesis of Breast and BC009003 X
Colon Cancer
Santen, Richard J Role of the Cell Cycle in Hypersensitivity to Estradiol CA084456 X
Sartor, Carolyn L Role of HER4 as Differentiation Factor in Breast Cancer CA083753 X
Schaller, Michael D EAK and Breast Cancer CA090901 X
Schedin, Pepper J Endocrine Status of Mg Stroma Alters Breast Cancer CA085944 X
Invasion
Schmidt, Emmett V Functions of Cyclin D1 in Breast Cancer CA069069 X X
Schmidt, Emmett V Genes Reqgulated by c-MYC CA063117 X
Schmidt-Ullrich, Rupert K Genetic Modulation of Cellular Radiation Responses CA072955 X
Schnitzer, Jan E Targeting Caveolae in Breast Tumors CA083989 X
Schuler, Linda A. Mammeary Prolactin Production and Breast Cancer CA078312 X
Scian, Mariano Role of Tumor Suppressor p53 in Breast Cancer CA097520 X X
Scully, Ralph Analysis of BRCA1 Recombination Functions CA095175 X
Scully, Ralph Eunctional Analysis of BRCA1 CA079576 X X
Seiden, Michael Identification of Paclitaxel Resistance Genes CA089150 X
Semmes, Oliver J. Early Detection of Cancer by Affinity Mass Spectrometry CA98-028 CA085067 X
Serrero, Ginette PC Cell Derived Growth Factor in Human Breast Cancer | PA99-162 CA085367 X
Settleman, Jeffrey E Regulation and Function of the p190 Rho GAPs CA062142 X
Shapiro, David J Estrogen Receptor Activation of p38 Kinase and CA090374 X
Apoptosis
Shaw, Leslie M Insulin Receptor Substrate Function in Breast Cancer CA090583 X
Shi, Yuenian E N-3 Polyunsaturated Fatty Acid (PUFA) & Binding Protein CA093542 X
MRG on Mammary Tumors
Shiekhattar, Ramin Linking Breast Cancer to Chromatin Remodeling CA090758 X
Shields, Peter G Molecular Epidemiology of Secondary Lung Cancer CA092705 X
Shimizu, Yoji Cancer Biology Training Grant CA009138 X
Shively, John E Role of Bap in Breast Epithelial Cell Polarization CA084202 X
Sicinski, Piotr Specific Roles for D-Cyclins in Oncogenesis CA083688 X
Silberstein, Gary B Role of PAX2 in Mammary Development and Cancer CA091996 X
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Silva, Corinne M The Role of the Signal Transducers in Tumorigenesis CA085462 X

Silver, Daniel P Roles of BRCA1 and BRCAZ2 in Breast Carcinogenesis CA082572 X

Skinner, Kristin DNA Methylation Patterns as Biomarker for Breast CA092363 X X
Cancer

Smith, Catharine Lynn Chromatin-specific Repression of Transcription by cAMP. BC010289 X
Signaling and Histone Deacetylase Inhibitors

Smith, Catharine Lynn Interaction of Progesterone Receptor with Chromatin BC010279 X

Smith, Gilbert Howlett Biology of Mammary Gland Development and BC010021 X
Tumorigenesis

Snyderwine, Elizabeth G. Mechanisms of Mammary Gland Carcinogenesis of BC010037 X
Heterocyclicamines

Sonenshein, Gail E NF-kB/REL and the Pathogenesis of Breast Cancer CA082742 X

Speicher, David W Novel Comprehensive Proteome Analyses of Metastasis PAR99-102 CA092725 X

Spiegel, Sarah Sphingosine Kinase and Cancer CA93-04 CA061774 X

Stallcup, William B NG2 Proteoglycan in Tumor Vascularization and CA095287 X
Progression

Stavnezer, Edward Origin, Structure and Biological Activity of SKVs CA043600 X

Steeg, Patricia S. Molecular Alterations in Premalignant and In Situ Breast SC009377 X X
Lesions

Stern, David F Signaling by neuregulins and ErbB4 in Breast Cancer PA99-162 CA080065 X

Stern, David F Transformation by the neu Oncogene Product and by CA045708 X
EGF

Sterneck, G. Esta Cell Growth Control In Vivo by C/EBPbeta and C/ BC010307 X
EBPdelta

Stone, Michael P Adduct-induced Frameshift Mutagenesis CA055678 X

Strange, Robert Akt 1 and Mammary Cell Survival During the Estrus Cycle CA085669 X

Strongin, Alex Y Cell Receptors Define the Fate of MMP2 in Cancer CA077470 X

Struewing, Jeffery Genetic, Epidemiologic, and Biochemical Studies of DNA CP010X57 X
Damage Repair

Struewing, Jeffery High-density Marker Studies Near Founder BRCA1/2 RC010472 X
Mutations

Struewing, Jeffery X-linked Genes in Breast and Ovarian Cancer Etiology RC010471 X

Sun, Luzhe Z Targeting Transforming Growth Factor-beta for Cancer CA075253 X
Treatment

Sun, Luzhe Z TGF-beta Receptor and Tumor Progression CA079683 X

Sun, Peiqing p53-Independent Role of MDM2, TGF-beta Resistance CA091922 X
and Cancer

Swisshelm, Karen L Retinoic Acid Receptor Beta and Breast Cancer CA082455 X

Symons, Marc H Role of Synaptojanin 2 in Malignant Transformation CA087567 X

Talmage, David A. Mechanism of Anti-oncogenic Action of Retinoids CAQ079737 X

Tang, Careen K Coexpression of EGFRVII/ErbB2 in Human Breast CA088871 X
Cancer

Tekmal, Rajeshwar R INT5/Aromatase Effect of Breast Estrogen in Neoplasia CAQ0750X8 X X

Appendix B: NCI-Supported Research Projects Relevant to Breast Cancer B-17


http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53323
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54070
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59860
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59860
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64867
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64867
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64817
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65032
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65032
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64897
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64897
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53067
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58796
http://grants.nih.gov/grants/guide/pa-files/PAR-99-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58394
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-93-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56436
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56436
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55403
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65027
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65027
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59696
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53983
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53983
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65085
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65085
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56461
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53452
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56438
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65155
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65155
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64863
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64863
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64862
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56234
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56234
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56702
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56113
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56113
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53654
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58187
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55192
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59088
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59088
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58255

October 2004

Report of the Breast Cancer Progress Review Group

Principal Investigator Title RFAor PA  ProjectlID Bio-B Gen-B/
Gen-D
Thiagalingam, Sam The Role of hBUB1-p53 Pathway in Genomic Stability. CA101773 X
Thompson, Marilyn Nuclear Export of BRCA1 in Mammary Epithelial Cells CA089494 X
Thor, Ann D. E2 Modulation of Tumorigenesis in ErbB2 Transgenic CA082848 X
Mice
Thorgeirsson, Unnur P. Biological Effects of Tissue Inhibitor of BC005744 X
Metalloproteinases-1 (TIMP-1)
Thorgeirsson, Unnur P. Biology of Vascular Endothelial Growth Factors in the BC005742 X
Mammary Gland
Tonetti, Debra A PKC as a Marker in Tamoxifen Resistant Brest Cancer PA01-010 CA097045 X X
Trock, Bruce J. Detecting Breast Cancer Protein Signatures in Body Fluid | CA98-028 CA085082 X
Tuttle, Stephen W Role of Pentose Cycle on PDT Response CA091053 X
Vadlamudi, Ratna K PELP1, a Novel Requlator of Estrogen Receptor CA095681 X
Van Den Berg, Carla L IGF | Survival Effects on p53 Induced Apoptosis CA089288 X
Varki, Ajit P Oligosaccharides of Normal and Malignant Cells CA038701 X
Vogel, Wolfgang F DDR1 Controls Tumor Homing in Breast to Bone CAX02916 X
Metastasis
Vonderhaar, Barbara K. Prolactin Interactions in Mammary Gland Development BC008226 X
and Tumorigenesis
Wadekar, Subhagya A Posttranslational Modification in Nuclear Receptors CA103271 X
Wagner, Kay-Uwe Tumor Susceptibility Gene 101 Deficiency and Neoplasia | PA99-162 CA093797 X
Wakefield, Lalage M. Epithelial Homeostasis and Tumorigenesis in TGFbeta- BC005785 X
compromised Mouse Models
Wang, Zhao-Yi Rb Associated Protein 46 and Breast Cancer Progression CA084328 X
Waterman, Marian L Activities of Beta Catenin and LEF/TCF Complexes CA083982 X
Weber, Barbara L Human and Murine Models of BRCA1 Tumorigenesis CA076417 X
Weigel, Nancy L Regulation of Human Steroid Receptors by CA057539 X
Phosphorylation
Weinberg, Robert A Mechanisms of Breast Development and Carcinogenesis CA080111 X
Weinberg, Robert A Molecular Mechanisms of Metastasis in a Mammary PA01-020 CA096689 X
Tumor Model
Weiss, Stephen J Eunction of the Membrane Type Matrix Metalloproteinase CA071699 X
Welsh, Catherine F RHO GTPase and Cell Cycle Regulation in Breast Cancer CA087668 X X
Welsh, Joellen E Bio-activation of Vitamin D in the Mammary Gland PAR02-176 CA103018 X
Welsh, Joellen E Vitamin D-mediated Apoptosis in Mammary Cells CA069700 X
Whittemore, Alice S Statistical Methods for Genetic Epidemiology PA98-078 CA094069 X
Wigler, Michael H Genomics of Human Cancer CA078544 X
Wimalasena, Jay Apoptosis & Cell Cycle in Breast & Ovarian Cancer Cells CA084048 X
Wulf, Gerburg Role of the Prolylisomerase Pin1 in Oncogenesis CA093655 X
Wykle, Robert L Ether-linked Lipids and Signaling in Breast Tumor Cells CA085833 X
Xiao, Jim Z Eunction of MDM2, Rb and Its Role in Breast Cancer CA079804 X
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Xu, Xiang-Xi M Ovarian Cancer CA079716 X
Yamamoto, Fumiichiro Epigenetic Alterations in Homeotic Genes CA087069 X X
Yang, Elizabeth Cell Cycle Function of the Bel-2 Family CA078443 X
Yang, Jing Molecular Mechanisms of Breast Tumor Metastasis CA101507 X
Yang, Lily IAPs as Novel Targets for Cancer Therapy CA095643 X
Yanochko, Gina M Regqulation of Autocrine IGF-I Signaling by Connexin 43 CA099418 X
Yarden, Yosef ErbB2-ErbB3 Heterodimeric Receptor of Carcinomas CA072981 X
Yeatman, Timothy J Screening for Breast Cancer Using Molecular Signatures CA098522 X
Yee, Amy S. Mechanisms of Transcriptional Repressor HBP1 in CA094187 X
Cancer
Yee, Douglas Targeting the IGF System in Breast Cancer CA074285 X
Yee, Lisa D Fatty Acids and Ppars in Breast Cancer Prevention CA086020 X X
Yin, Yuxin Regqulation and Function of Eck in Apoptosis CA093677 X
Zambetti, Gerard P p53 Gain-of-Function Mutant in Tumorigenesis CA063230 X X
Zhan, Qimin The BRCA1-GADD45 Pathway and Genomic Stability CA093640 X
Zhang, Zhong-Yin Protein Tyrosine Phosphatases--Mechanism of Catalysis CA069202 X
Zhou, Ming-Ming Structure/Function of the MAPK Phosphatase—PAC1 CA080938 X
Zhu, Yijun Coactivators in Breast Development and Tumorigenesis PA99-162 CA088898 X
Zutter, Mary M. ALPHA2 BETA1 Integrin: Cell Cycle Progression/ CA083690 X
Migration
Zutter, Mary M. Altered Alpha2 Integrin Expression in Breast Cancer CA070275 X

Table B-3

NCI Projects Supported in 2003 Addressing the PRG Priority: What are the molecular, genetic,
and cellular bases of the biological processes involved in metastasis; can we develop appropriate
diagnostic markers based on these studies?

Principal Investigator Title RFA or PA Project ID
Adriance, Melissa Minority Predoctoral Fellowship Program CA090205
Anderson, Robin L Genes Important in Breast Cancer Metastasis PA99-162 CA090291
Bachelder, Robin E Novel Function for VEGF in Breast Carcinoma Survival CA093855
Bakin, Andrei Mechanisms of TGF-beta-mediated Fibroblastic Transition CA095263
Barcellos-Hoff, Mary-Helen H Gordon Research Conference on Mammary Gland Biology CA090303
Ben-Eliyahu, Shamgar Mechanisms and Prevention of Surgery-Induced Metastasis PA93-009 CAQ073056
Bernard, Ora The Involvement of Lim Kinase in Metastases PA01-020 CA098229
Bhujwalla, Zaver M. Hostile Environments Promote Invasion and Metastasis CA082337
Bhujwalla, Zaver M. Imaging Lymphatic Clearance in Tumor Metastasis CA090471

Appendix B: NCI-Supported Research Projects Relevant to Breast Cancer B-19


http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56643
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54471
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58665
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52969
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55838
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52911
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53101
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56009
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53599
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53599
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54219
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57057
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57956
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52811
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57385
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55958
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54228
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55466
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54086
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54086
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53799
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=45916
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52914
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57924
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55381
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54182
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53125
http://grants2.nih.gov/grants/guide/pa-files/PA-93-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52916
http://grants.nih.gov/grants/guide/pa-files/PA-01-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57064
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57004
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Principal Investigator Title RFA or PA Project ID
Bissell, Mina J Definition of Microenvironment in Breast Cancer CA93-037 CA064786
Blackwell, Kimberly L Antiestrogenic Effects on Tumor Angiogenesis CA087838
Boerner, Julie Targeting EGFR and c- SRC Synerqgy in Breast Cancer CA093028
Bourguignon, Lilly Y CD44 Variant (CD44V) and Cytoskeleton Proteins in Breast Cancer PA93-083 CA066163

Progression
Cance, William G. Focal Adhesion Kinase--Tumor Biology and Therapeutics PA92-081 CA065910
Carrasco, Nancy The Mammary Gland Sodium/lodide Symporter (mgNIS) CA098390
Carraway, Kermit L Eunction of Sialomucin Complex/MUC4 in Mammary Tumors CA052498
Claffey, Kevin P VEGF mRNA Stabilization Mechanisms in Tumor Angiogenesis CA064436
Clevenger, Charles V. Eunction of the Prolactin Receptor Complex in Breast Cancer CA069294
Clohisy, Denis R Bone Cancer and Skeletal Pain CA090434
Condeelis, John Motility and Invasion CA100324
Condeelis, John S Novel Imaging Methods for Gene Discovery in Cancer PAR99-100 CA089829
Cravatt, Benjamin F Chemical Approaches for Activity Based Proteomics CA087660
Cunha, Gerald R Stromal Epithelial Interactions in Breast Cancer CA091967
Dai, Jiale SYK Signaling and Breast Cancer Invasion CA100278
Dallas, Sarah L Bone Matrix Bound Growth Factors Breast Cancer CA075387
Dallas, Sarah L Bone Matrix-bound Growth Factors and Breast Cancer CA074262
Der, Channing J Cancer Cell Biology Training Program CA071341
Der, Channing J Biological Activity of RAS Oncogenes CA042978
Deuel, Thomas F Role of Pleiotrophin in Breast Cancer CA066029
Deuel, Thomas F Pleiotrophin-- An Angiogenic Switch in Tumor Progression CA084400
Dickson, Robert B Matriptase: Activation and Function in Breast Cancer CA096851
Donahue, Henry J Intracellular Communication in Breast Cancer Metastasis to Bone CA090991
Dvorak, Harold F Permselective Properties of Tumor and Wound Blood Vessels CA050453
Dvorak, Harold F Spatial and Temporal Regulation of Angiogenesis CA092644
Felding-Habermann, Brunhilde Integrin Activation in Breast Cancer Metastasis CA095458
Fridman, Rafael A. Surface Binding and Activation of MMP9 in Tumor Cells CA082298
Fridman, Rafael A. Regulation of Matrix Metalloproteinase Activation CA061986
Frost, Andra R Prevention of Breast Cancer by Targeting Myofibroblasts PAR02-176 CA105950
Gatenby, Robert A Interdisciplinary Study of Acid-meditated Tumor Invasion PA98-077 CA093650
Gendler, Sandra J Functional Study of a Carcinoma Associated Mucin, MUC1 CA064389
Goldson, Tove M Minority Predoctoral Fellowship Program CA094817
Golemis, Erica A HEI-C and Morphogenesis and Signaling CA080991
Guise, Theresa A Breast Cancer Osteolysis--Regulation of PTHrP by TGF-beta CA069158
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56431
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-93-037.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56246
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46212
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53095
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53095
http://grants2.nih.gov/grants/guide/pa-files/PA-93-083.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59794
http://grants2.nih.gov/grants/guide/pa-files/PA-92-081.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56305
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56167
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54026
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57297
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56049
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54158
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54159
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56139
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57126
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54552
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=49298
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59080
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58827
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56370
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55699
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56133
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58911
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55664
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57926
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58174
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56136
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57206
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58043
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59593
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57864
http://grants2.nih.gov/grants/guide/pa-files/PA-98-077.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54601
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=49502
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54480
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53321
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Principal Investigator Title RFA or PA Project ID
Hazan, Rachel B Mechanisms of N-Cadherin Mediated Breast Cancer Metastasis CA090872
Heffelfinger, Sue C Mammary Tumor Chemoprevention by Angiogenic Inhibitors PAR98-096 CA082996
Hollingsworth, Michael A Studies on the Post Translational Processing of MUC1 CA057362
Hunter, Kent W. Genetic Modifiers of Intitiation and Progression of Mammary Cancer CP010146
Hursting, Stephen D. Effect of Obesity on Mammary Tumorigenesis and Metastasis RC010535
Hyder, Salman M Progestin Requlation of VEGF in Breast Cancer Cells PA99-162 CA086916
Iruela-Arispe, Luisa Inhibition of the Angiogenic Response CA065624
Janknecht, Ralf G Dysrequlation of the Transcription Factor ER81 CA085257
Johnson, Randall S Transcriptional Response to Hypoxia in Transformed Cells CA082515
Jones, Frank E Influence of ErbB4 Activity on Metastatic Breast Cancer PA99-162 CA096717
Kelly, Kathleen Erk-Dependent Growth and Differentiation Pathways SC009358
Kleer, Celina G Role of LIBC in Inflammatory Breast Cancer Phenotype CA090876
Koblinski, Jennifer Role of Osteonectin in Breast Cancer Bone Metastasis CA091572
Kumar, Rakesh F Heregulin and Breast Cancer Progression CA080066
Levin, Eugene G Negative Control of Migration by 24 KD FGF-2 CA081209
Li, Rongbao Pyk2 & Therapeutic Strategies: Cancer-induced Osteolysis CA03-013 CA102998
Liao, Dezhong J c-Myc Growth Factor and Breast Cancer PA99-162 CA100864
Louis, David N. Molecular Immunology and Tumor Biology CA009216
Macleod, Carol L The L-Arginine/Nitric Oxide Pathway in Mammary Tumor Progression CA081376
Manni, Andrea Polyamines and Breast Cancer Biology CA098237
Martin, Stuart S Actin-requlated Apoptosis in Mammary Tumorigenesis CA096555
Matrisian, Lynn M Developing the Coral Implant Model of Bone Metastasis CA03-013 CA103079
Menaa, Cheikh Molecular Mechanism of Tumor-Osteoclast Interactions CA100095
Mercurio, Arthur M. Integrin Function and Signaling in Carcinoma Progression CA080789
Mercurio, Arthur M. Mechanisms of Breast Carcinoma Survival PA99-162 CA089209
Michel, Loren Analysis of Loss of Function of MAD2 in Mammals CA085731
Mueller, Barbara M Protease Activated Receptor in Tumor Biology CA085405
Mundy, Gregory R Tumors Effects on the Skeleton CA040035
Norton, Larry Program Project in Models of Breast Cancer CA094060
Pestell, Richard G Caveolin-1 and Cyclin D1 in Mammary Tumorigenesis CA093596
Pollard, Jeffrey W CSE-1, Macrophages, & Mammary Gland Development and Cancer PA99-162 CA094173
Price, John T Molecular Modulators of Breast-Bone Metastasis CA103076
Quaranta, Vito Integrins in Cancer Invasion PA93-083 CA047858
Rameshwar, Pranela Breast Cancer/Bone Marrow Stromal Interactions CA089868
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54412
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54639
http://grants2.nih.gov/grants/guide/pa-files/PAR-98-096.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55822
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65095
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65246
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54441
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57159
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55263
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57992
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53646
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65277
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59746
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=39528
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54923
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54583
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59274
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55331
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56257
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55247
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57139
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53469
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58673
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53951
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55686
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55729
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55819
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56684
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58603
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58302
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59313
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58742
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56524
http://grants2.nih.gov/grants/guide/pa-files/PA-93-083.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56693
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Principal Investigator Title RFA or PA Project ID
Raz, Avraham Role of Tumor Cell Surface Lectin in Metastasis CA046120
Reddy, Kaladhar B Mitogen Activated Protein Kinases and Breast Cancer CA083964
Reynolds, Albert B p120 and Cell-Cell Adhesion CA055724
Roberts, David D. Cellular Interactions with Thrombospondin SC009172
Sanderson, Ralph D. Heparanase in Osteolytic Bone Metastasis CA03-013 CA103054
Schedin, Pepper J Endocrine Status of Mg Stroma Alters Breast Cancer Invasion CA085944
Schlaepfer, David D Role of Focal Adhesion Kinase in Tumorigenesis CA102310
Schmidt, Emmett V Eunctions of Cyclin D1 in Breast Cancer CA069069
Schnitzer, Jan E Targeting Caveolae in Breast Tumors CA083989
Scian, Mariano Role of Tumor Suppressor p53 in Breast Cancer CA097520
Seewaldt, Victoria L Extracellular Matrix Mediated Apoptosis in p53(-) HMECs PA99-162 CA088799
Segall, Jeffery E ErbB1 and ErbB2 in Tumor Motility and Metastasis CAQ077522
Sheng, Shijie A Role of Maspin in Prostate Cancer CA084176
Stallcup, William B NG2 Proteoglycan in Tumor Vascularization and Progression CA095287
Steeg, Patricia S. Molecular Analysis of Breast Cancer Metastasis to the Brain RC010538
Steeg, Patricia S. Molecular Biology of the Metastatic Phenotype SC000892
Strickler, Howard D Insulin and IGF in Female Colon, Breast, Uterine Cancer CA093881
Swain, Sandra M. Inflammatory Breast Cancer SC010097
Symons, Marc H Role of Synaptojanin 2 in Malignant Transformation CA087567
Taplin, Stephen H Breast Cancer Surveillance in a Defined Population CA98-025 CA063731
Thorgeirsson, Unnur P. Biology of Vascular Endothelial Growth Factors in the Mammary Gland BC005742
Thorgeirsson, Unnur P. Biological Effects of Tissue Inhibitor of Metalloproteinases-1 (TIMP-1) BC005744
Tilghman, Syreeta L Minority Predoctoral Fellowship Program CA083172
Toker, Alex Role of PLC-gamma and NFAT Signaling Pathway in Carcinoma CA096710
Toole, Bryan P Tumor Cell Stromal Interactions in Cancer CA079866
Varki, Ajit P Oligosaccharides of Normal and Malignant Cells CA038701
Vogel, Wolfgang F DDR1 Controls Tumor Homing in Breast to Bone Metastasis CA102916
Watson, Dennis K Role of an Epithelial ETS Factor in Breast Cancer CA102297
Weilbaecher, Katherine Role of Beta 3 Integrin in Skeletal Metastasis PA01-020 CA097250
Weinberg, Robert A Molecular Mechanisms of Metastasis in a Mammary Tumor Model PA01-020 CA096689
Yang, Jing Molecular Mechanisms of Breast Tumor Metastasis CA101507
Zhan, Xi The Role of Actin Polymerization in Tumor Metastasis CA091984
Zhang, Ming The Role of Maspin in Tumor Metastasis & Angiogenesis CA079736
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57682
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57693
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57164
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65067
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58983
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53795
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55672
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59650
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53537
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46784
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56254
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54152
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57690
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56436
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65249
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64900
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56343
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64773
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58187
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55701
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65026
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64844
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=50164
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57921
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54239
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57054
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59487
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53418
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58032
http://grants.nih.gov/grants/guide/pa-files/PA-01-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52947
http://grants.nih.gov/grants/guide/pa-files/PA-01-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52969
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55416
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56024
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Table B-4

NCI Projects Supported in 2003 Addressing the PRG Priority: Identify and clone the remaining major

predisposing genes.

Principal Investigator Title RFA or PA Project ID
Ambs, Stefan Identification of Allele Variant Genes That Are Risk Factors for Human Breast BC010439
Cancer
Anderson, Steven M Induction of Mammary Cancer by Signaling Molecules CA085736
Andrulis, Irene L. Ontario Family Registry for Studiy of Breast Cancer Risk CA95-003 CA069467
Behbod, Fariba Stem Cells in Normal Mammary Development and Cancer CA101560
Blot, William J. Southern Community Cohort Study CA092447
Brose, Marcia S BRCA1 Deletion in Murine Cells and Mammary Tissue CA090431
Buys, Saundra S Cooperative Family Reqistry for Breast Cancer Studies CA95-003 CA069446
Callahan, Robert Mammary Tumorigenesis in Inbred and Feral Mice BC005148
Chandler, Dawn S A Novel Ring Finger Protein Implicated in Neoplasia CA090036
Daly, Mary B Cooperative Family Registry for Breast Cancer Study CA95-003 CA069631
Flowers, Lisa C Genomic and Proteomic Study of Cancer Disparities in Ethnic Populations CA02-006 CA091393
Gerrero, Michelle Analysis of Breast/Melanoma Multiple Primary Cancers CA100178
Gould, Michael N WKy Rat Genetic Model for Breast Cancer Susceptibility CA077494
Henderson, Brian E Genetic Susceptibility to Cancer in Multiethnic Cohorts CA063464
Hopper, John L The Australian Breast Cancer Family Registry CA95-003 CA069638
Hsieh, Chung-Cheng Stem Cells and Perinatal Factors for Breast Cancer Risk CA090902
Jorgensen, Timothy J DNA Repair Gene Polymorphisms and Breast Cancer Risk CA097817
Keri, Ruth A Regulation of ErbB2 Induced Mammary Gland Cancer CA090398
Kimbro, Kevin S Genomic and Proteomic Study of Cancer Disparities in Ethnic Populations CA02-006 CA091366
Kohn, Elise C. Signal Transduction Therapy--Basic Science SC009163
Larionov, Vladimir Organization and Function of Chromosomal Regions that are Required for BC010413
Stability of the Human Genome
Lash, Timothy L Smoking & Genetic Interaction in Breast Cancer Etiology CA087724
Lee, Maxwell P. Genetics and Epigenetics of Cancer CP010154
Lin, Shiaw-Yin CHK2--Roles in Checkpoint and Breast Tumor Suppression CA093043
Markaverich, Barry M Cell Growth Inhibiton and Estrogen Action CA035480
Martin, Stuart S Actin-requlated Apoptosis in Mammary Tumorigenesis CA096555
McCombie, W Richard Sequencing Tumor Suppressor Loci CA081152
Nathanson, Katherine L Identifying Modifying Genes in BRCA1 Mutation Carriers CA084030
Petty, Elizabeth M Characterization of a New 17g Breast/Ovarian Cancer Gene CA072877
Pollard, Jeffrey W Progesterone, Cell Cycle and Cancer CA089617
Pommier, Yves DNA Topoisomerases as Targets of Action for Anticancer Drugs BC006161
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65185
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65185
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55071
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58804
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56064
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58543
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58077
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56968
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64774
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59324
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58913
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55862
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59646
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53918
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53097
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57898
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59710
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55433
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55771
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64911
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64926
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64926
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53093
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65059
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55581
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56066
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53469
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53428
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=50067
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54691
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56339
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64827
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Principal Investigator Title RFA or PA Project ID
Ross, Susan R Genetics of Susceptibility to MMTV-induced Mammary Tumors CA045954
Russo, Jose Genomic Basis of Reproductive History on Breast Cancer CA093599
Schmidt, Emmett V Genes Regulated by c-MYC CA063117
Scully, Ralph Eunctional Analysis of BRCA1 CA079576
Sellers, Thomas A Epidemiologic and Genetic Studies of Breast Cancer CA082267
Senie, Ruby T Metropolitan New York Registry of Breast Cancer Families CA95-003 CA069398
Serrero, Ginette PC Cell Derived Growth Factor in Human Breast Cancer PA99-162 CA085367
Talmage, David A. Mechanism of Anti-oncogenic Action of Retinoids CA079737
Tonetti, Debra A PKC as a Marker in Tamoxifen Resistant Brest Cancer PA01-010 CA097045
West, Dee W. Northern California Cooperative Family Registry CA95-003 CA069417
Whittemore, Alice S Statistical Methods for Genetic Epidemiology PA98-078 CA094069
Wigler, Michael H Genomics of Human Cancer CA078544

Table B-5

NCI Projects Supported in 2003 Addressing the PRG Priority: Use experimental model systems to
determine the effects of mutant genes on the mammary gland, ovary, and endometrium.

Principal Investigator Title RFA or PA Project ID
Aldaz, C Marcelo Characterization of WXOX. the Cancer Gene Spanning FRA16D CA102444
Anderson, Steven M Induction of Mammary Cancer by Signaling Molecules CA085736
Arnold, Andrew Cyclin D1-PRAD1 in Mammary Neoplasia CA055909
Artavanis-Tsakonas, Spyridon Notch Signaling in Mammary Development and Tumorigenesis CA098402
Arteaga, Carlos L TGF-betas and TGF-beta Receptors in Human Breast Cells CA062212
Banerjee, Sipra An Environmentally Relevant DNA Polymerase Beta Variant CA083768
Baylin, Stephen B Methylation of the Calcitonin Gene in Human Tumors CA043318
Brose, Marcia S BRCA1 Deletion in Murine Cells and Mammary Tissue CA090431
Butel, Janet S Suppressor Genes and Breast Cancer PA92-027 CA025215
Chen, Wen'Y Human Prolactin Antagonist as a Chemopreventive Agent PAR02-176 CA105479
Chodosh, Lewis A In Vivo Ras-induced Senescence and Tumorigenesis CA098371
Chodosh, Lewis A. Temporal Analysis of Mammary Carcinogenesis PAR99-102 CA094393
Chodosh, Lewis A. Hunk and Punc Function in Mammary Epithelial Biology CA083849
Chodosh, Lewis A. Mechanisms of Progression in c-Myc-induced Breast Cancer CA093719
Croce, Carlo M. 8p22 Alterations, in Prostate, Breast and Esophageal Cancer CA083698
Dewille, James W C/EBP Delta Controls Mammary Epithelial Cell G Growth Arrest CA057607
Dickson, Robert B Matriptase: Activation and Function in Breast Cancer CA096851
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55493
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56661
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59554
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57912
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55265
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57522
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59843
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55192
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59494
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56621
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57810
http://grants2.nih.gov/grants/guide/pa-files/PA-98-078.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54536
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58384
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55071
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54004
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55152
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57649
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56206
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57413
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58077
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54705
http://grants2.nih.gov/grants/guide/historical/1992_01_10_Vol_21_No_01.pdf
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59127
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55545
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55542
http://grants.nih.gov/grants/guide/pa-files/PAR-99-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55568
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56647
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53447
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56601
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58911
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Principal Investigator Title RFA or PA Project ID
Donehower, Lawrence A Oncogenic Function of a p53-Induced Phosphatase CA100420
Ellies, Lesley Adhesion Molecules in Nitric Oxide-modulated Tumorigenesis CA088035
Fotedar, Arun DNA Damage. Retinoblastoma and Cell Survival CA092321
Gendler, Sandra J Eunctional Study of a Carcinoma Associated Mucin, MUC1 CA064389
Glazer, Robert | Akt Protooncogene in Breast Cancer CA081565
Gould, Michael Use of ER-negative Transgenic Rat Mammary Model Over Expressing neu as a CN035118

Chemoprevention Model
Green, Jeffrey E. Transgenic Models for Prostate and Breast Cancers BC005740
Haber, Daniel A. Eunctional Characterization of BRCA1 CA084066
Harvell, Dijuana M Modulation of Estrogen-Regulated Genes by Progesterone Receptor Isoforms CA103511
Hasty, Edward P Investigation of XRCC5 Mutant Mice CA076317
Hinds, Philip W. Proliferative Effects of CDK4 and CDK6 Dysregulation CA096527
Hla, Timothy T Mechanisms of COX2 Induced Tumorigenesis CA095181
Hunter, Kent W. Genetic Modifiers of Intitiation and Progression of Mammary Cancer CP010146
Jefcoate, Colin R Polycyclic Hydrocarbons and CYP1B1 in Breast Cancer CA087609
Jensen, Roy A. MMTV-BRCA1 Models CA080067
Johnson, Randall S Transcriptional Response to Hypoxia in Transformed Cells CA082515
Jones, Frank E Influence of ErbB4 Activity on Metastatic Breast Cancer CA096717
Jones, Frank E ErbB4 Signaling in the Normal and Neoplastic Breast CA095783
Knowles, Barbara Techniques For Modeling Human Cancer In Mice CA082874
Kumar, Rakesh Role of Metastatic Tumor Antigen-1 in Mammary Gland CA098823
Kushner, Peter J Gene Activation by Antiestrogens Used in Cancer Therapy CA080210
Larionov, Vladimir Organization and Function of Chromosomal Regions that are Required for BC010413
Stability of the Human Genome
Lavin, Martin F Missense Mutant ATM and Radiation-Induced Tumorgenesis CA096731
Lee, David C ErbB Requlation of Breast Development and Tumorigenesis CA061896
Lee, EvaY Mouse Cancer Models by Regulated Inactivation of Tumor Suppressors CA084241
Lee, Sam W Cyclin G in p53-mediated Pathways and Breast Cancer CA085681
Lee, William M Transgenic Mice as Models for Antivascular Therapy CA099519
Lisanti, Michael P Cav-1 in JAK/STAT Signaling. Lactation. & Breast Cancer CA098779
Magnuson, Nancy S Contribution of Pim-1 Kinase to Cell Surival CA104470
Matrisian, Lynn M. The Metalloproteinase Matrilysin in Breast Cancer CA084360
McKeon, Frank D Murine p73 in Tumorigenesis CAO075340
Medina, Daniel M. Mouse Models of Human Breast Cancer CA084243
Mercurio, Arthur M. Integrin Function and Signaling in Carcinoma Progression CA080789
Michel, Loren Analysis of Loss of Function of MAD2 in Mammals CA085731

Appendix B: NCI-Supported Research Projects Relevant to Breast Cancer B-25


http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55617
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53642
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54601
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57420
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64555
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64555
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64780
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57916
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54736
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56685
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53798
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53725
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65095
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57250
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57163
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57992
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53646
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58395
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55252
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57532
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64926
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64926
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59135
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56311
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54676
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-98-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56845
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58095
http://grants1.nih.gov/grants/guide/pa-files/PAR-02-051.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56326
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58015
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57655
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53459
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54013
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-98-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55686
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Principal Investigator Title RFA or PA Project ID
Minna, John D. Characterization of Human 3p Recessive Oncogeney CA071618
Mor, Gil G as/FasL System in Normal Mammary Gland Developmeni CA092435
Moses, Harold L [[GE-beta in Mammary Development and Tumorigenesig CA102162
Neel, Benjamin G. Bignal Transduction by Non-Transmembrane Protein Tyrosine Phosphataseg CA049152
O’Brien, Thomas G. [Che Mutant Mouse Production and Characterized Resourcq CA082903
Oshima, Robert G ETS2-dependent Stromal Restriction of Breast Cancel CA098778
Parsons, Ramon E. PTEN Tumor Suppressor and Signal Transduction] CA082783
Pestell, Richard G Reaqulation of Cyclin D1 Expression CA070896
Pestell, Richard G Initiation and Maintenance in Mammary Tumorigenesid CA075503
Pfeifer, Gerd P. RASSF1 Tumor Suppressor Geng CA088873
Pierce, J Michael IGLCNAC TV Regulation of Cell Surface Structure/Function CA064462
Raychaudhuri, Pradip Role of Cullin 4A in Tumor Development| CA088863
Reddy, E P Myb Gene Family and Breast Cancel CA079086
Reddy, Kaladhar B Mitogen Activated Protein Kinases and Breast Cancel CA083964
Reed, John C Co-Chaperone BAG1| CA067329

dentification of Chromosomal Aberrations in Human Epithelial Cancers and|
Ried, Thomas Hematological Malignancies and their Respective Murine Model Systems] SC010298
[Comparative Cancer Cyfogenefics]
Rosen, Jeffrey M. Hormonal Requlation of Breast Cancel CA016303
Schmidt, Emmett V Eunctions of Cyclin D1 in Breast Cancel CA069069
Sharan, Shyam K. Eunctional Analysis of Breast Cancer Susceptibility Genes in Micd BC010387
Sicinski, Piotr Bpecific Roles for D-Cyclins in Oncogenesig CA083688
Silberstein, Gary B Role of PAX2 in Mammary Development and Cancel CA091996
Skoultchi, Arthur | In Vivo Analysis of Mouse H1 Histone Function] CA079057
Spink, David C Carcinogenicity of B-Ring Unsaturated Estrogend CA081243
Stallcup, William B NG2 Proteoglycan in Tumor Vascularization and Progression CA095287
Stavnezer, Edward Prigin, Structure and Biological Activity of SKV{ CA043600
Stern, David F Bignaling by neurequlins and ErbB4 in Breast Cancel CA080065
Tekmal, Rajeshwar R INT5/Aromatase Effect of Breast Estrogen in Neoplasig CA075018
Wagner, Kay-Uwe [[umor Susceptibility Gene 101 Deficiency and Neoplasid CA093797
Watson, Dennis K Role of an Epithelial ETS Factor in Breast Cancel CA102297
Weilbaecher, Katherine Role of Beta 3 Integrin in Skeletal Metastasig PA01-020 CA097250
Weinberg, Robert A Mechanisms of Breast Development and Carcinogenesig CA080111
Yarden, Yosef ErbB2-ErbB3 Heterodimeric Receptor of Carcinomag CA072981
Zhu, Yijun Eoactivators in Breast Development and Tumorigenesig CA088898
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57537
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54283
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58023
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58176
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59208
http://grants2.nih.gov/grants/guide/pa-files/PAR-98-092.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56021
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57514
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58248
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58256
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53722
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57120
http://grants.nih.gov/grants/guide/pa-files/PAR-01-046.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57103
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53916
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57693
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56452
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64869
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64869
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64869
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55555
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59650
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65129
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55769
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55864
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59636
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53213
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56436
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55403
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59696
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58255
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55293
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53418
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58032
http://grants.nih.gov/grants/guide/pa-files/PA-01-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52942
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53101
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55466
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
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Table B-6
Additional Breast Cancer Biology Projects
Principal Investigator Title RFA or PA Project ID
Alwine, James C Requlation of Cellular Functions by DNA Tumor Viruseq CA028379
Belfi, Charles [GRP78 and Hypersensitivity to DNA Cross Linking Agentd CA079087
Benson, Donna J. Piedmont Alliance for Cancer Research and Education CA091415
Biaglow, John E Redox Control of Radiation Responsq CA044982
Brent, Gregory A. Regulation of the Sodium/lodide Symporter in Breas{ CA089364
Byers, Tim E Partnership to Increase Hispanic Cancer Research for Coloradd CA091398
Chinnadurai, Govindaswamy RApoptosis Regulation by Viral and Cellular Proteing CA033616
Coltman, Charles A Breast Cancer Symposium CA083702
Constantinou, Andreas | Mechanism(s) of Antitumor Action of Tamoxifen and Soy CA096517
Disis, Mary L. HERZ2 Vaccination for the Treatment of Cancel CA085374
Fenton, Bruce M [fumor Oxygenation, Vascularization, and Radioresponse CA052586
Fulton, Amy M. Interleukin 10 and Breast Cancer Therapy CA078394
Gabrilovich, Dmitry | Correction of Dendritic Cells Defects in Cancel CA084488
Glass, Andrew G Cooperative Breast Cancer Tissue Resourcq CA062938
Goldman, Robert D Interactions Between Intermediate Filaments and Nucleug CA031760
Hager, Gordon L. Eunction of Steroid Receptors in Subcellular Compartmentg BC010027
Hager, Gordon L. Cell Motility Within a Cell Masq BC010280
Hager, Gordon L. [fransport of Glucocorticoid Receptol BC010299
Hager, Gordon L. In Vivo Imaging Analysis of Steroid/Nuclear Receptor Function BC010308
Hait, William N. Regqulation of Multidrug Resistance Phenotypd CA066077
Halperin, Jose A Inhibition of Translation Initiation in Cancer Therapy CA078411
Hayward, S D EBV _Genome Expression--Localization of Specific Function CA030356
Horwitz, Susan B Diverse Natural Products that Stabilize Microtubuleq CA083185
Jackson, Sharon A Piedmont Alliance for Cancer Research and Education CA091434
Javier, Ronald T Mechanisms of the Adenovirus E4-ORF1 Oncoprotein CA058541
Johnson, Alfred C. Requlation of EGFR Gene Activity BC008000
Jordan, V. Training Program in Signal Transduction and Cancer CA070085
Kornfeld, Stuart A Btructure, Biosynthesis and Function of Glycoproteing CA008759
Mackey, Michael A [arge Scale Digital Cell Analysis Syster CA094801
Marassi, Francesca M Btructure of Mammary Tumor MAT8 and the FXYD Proteing CA082864
McGuire, John J Eolylpolyglutamate Synthetase in Cancer Chemotherapy| CA043500
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58809
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53593
http://grants1.nih.gov/grants/guide/pa-files/PA-99-046.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56910
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54094
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54192
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58786
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-93-019.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56509
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64814
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65050
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65147
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64809
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53391
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Principal Investigator Title RFA or PA Project ID
Milikowski, Clara Cooperative Breast Cancer Tissue Resource (CBCTR] CA062772
Moskaluk, Christopher A [fissue Procurement and Processing for Molecular Analysig CA091654
Needham, David [Chermally Sensitive Drug Delivery System for Tumorg CA087630
Rovnyak, David NMR Technology for Structural Genomics of Breast Cancel CA089940
Russo, Jose Eox Chase Cancer Center Breast Cancer Tissue Resourceg CA062779
Safa, Ahmad R Drug Resistance Due to Loss of Beta2-Microglobulin CA080734
Seewaldt, Victoria L p53 Loss in HMECs: A Model of Breast Cancer Prevention CA098441
Spratt, Thomas E Mechanisms of Fidelity and Mutagenesid CA075074
Tattersall, Peter J Molecular Basis of Parvoviral Target Cell Specificity CA029303
Wang, Sheng Prohibitin in Mediating Suppression of Breast Cancel CA102940
Zehnbauer, Barbara A Bt. Louis Breast Cancer Tissue Registry CA062773

B-28

Appendix B: NCI-Supported Research Projects Relevant to Breast Cancer



http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58521
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-93-019.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53286
http://grants1.nih.gov/grants/guide/notice-files/NOT-CA-01-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55269
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FY2003 Etiology Projects
Table B-7

NCI Projects Supported in 2003 Addressing the PRG Priority: What types of intermediate markers
would be useful to advance our understanding of mechanisms involved in breast carcinogenesis?

Principal Investigator Title RFA or PA Project ID
Ahlquist, Paul G Novel Approaches to Detect Virus-Cancer Associations Al01-004 CA097944
Akhmedkhanov, Arslan A Pregnancy Hormonal Profile/Biomarker Breast Cancer Risk PAR00-025 CA095923
Albertson, Donna Genomic Analysis of Estrogen Receptor-negative Breast Cancer CA03-005 CA101359
Ambs, Stefan The Molecular Profile of Inflammatory Breast Cancer RC010500
Baylin, Stephen B Methylation of the Calcitonin Gene in Human Tumors CA043318
Berg, Patricia E A Novel HOX Gene Target in Breast Cancer PARO01-045 CA091149
Birrer, Michael J. The Use of Transcriptional Factors as Targets and Agents in Carcinogenesis SC000165
Brinton, Louise Extended Follow-Up of Columbia, Missouri Serum Bank Participants CP010126-

Sub-01103

Bromberg, Jacqueline F Role of STAT3 in Breast Cancer Tumorigenesis CA087637
Brown, Powel H Prevention of ER-negative Breast Cancer CA03-005 CA101211
Buolamwini, John K Nucleoside Transporters as Chemoprevention Targets CA101856
Cavalieri, Ercole L Molecular Orgin of Cancer--Catechol Estrogen-3. 4-Quinones CA049210
Cavalieri, Ercole L Molecular Origin of Cancer--Catechol/Semiquinone/Quinone CA049917
Cheng, Jin Q AKT1 Oncogene in Carcinogenesis CA089242
Chodosh, Lewis A. Mechanisms of Progression in c-Myc-induced Breast Cancer CA093719
Couch, Fergus J Characterization of the Chromosome 17923 Amplicon CA087898
Daling, Janet R Tamoxifen & Second Breast Cancer: Epidemiology/Pathology CA097271
Darzynkiewicz, Zbigniew Probes for Cytometry CA028704
El-Bayoumy, Karam E. Nitroaromatics and Breast Cancer CA035519
Fabian, Carol A Study to Identify Biomarker Modulation by Cyclooxygenase-2 (COX-2) CNO015135

Inhibitors in Breast Tissue of Premenopausal \WWomen
Felton, James S Carcinogenic Significance of Heterocyclic Amines CA055861
Fuqua, Suzanne A A Hypersensitive Estrogen Receptor-alpha Mutant in Breast Cancer CA072038

Progression
Furmanski, Philip Determinants of Treatment Response in Cancers CA096809
Gazdar, Adi F Markers for Risk Assessment/Early Detection of Lung and CA98-028 CA084971
Gould, Michael N Secreted Proteins as Breast Cancer Prevention Markers CA03-005 CA101201
Habbema, J D Surveillance of Breast Cancer Trends--The MISCAN Model CA99-013 CA088202
Hankinson, Susan E Premenopausal Hormone Levels and Risk of Breast Cancer CA067262
Hartge, Patricia The Prostate, Lung, Colorectal, and Ovarian Cancer Screening Trial - Ovarian CP010171-

Cancer and Precursors Sub-00030
Harvell, Dijuana M Modulation of Estrogen-Regulated Genes by Progesterone Receptor Isoforms CA103511
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55794
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55429
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56180
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54164
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64484
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64484
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56016
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55587
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55587
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54578
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54936
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62939
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Principal Investigator Title RFA or PA Project ID
Hoover, Robert Early Life Exposures and Subsequent Cancer Risk CP010168
Hoover, Robert Pregnancy Hormone Levels in Maternal and Cord Blood: Associations with CP010168-

Maternal and Perinatal Characteristics Related to Cancer in Offspring Sub-01132
Hoover, Robert The Prostate, Lung, Colorectal, and Ovarian Cancer Screening Trial - Breast CP010171-
Cancer Sub-10023
Kaufmann, William K G2 Checkpoint Function in Human Fibroblasts CA081343
Keri, Ruth A Regulation of ErbB2 Induced Mammary Gland Cancer CA090398
Kerlikowske, Karla M San Francisco Mammography Registry--A Research Resource CA98-025 CA063740
Kleer, Celina G Role of LIBC in Inflammatory Breast Cancer Phenotype CA090876
Konstantin, Christov Preclinical Evaluations of Intermediate Endpoints and Their Modulation of CNO015112
Chemoprevention
Krop, lan E Characterization of Hin1 Putative Tumor Suppressor CA094787
Kumar, Rakesh F Targeting Urokinase Pathway for Breast Cancer Therapy CA088923
Lacey, James Bone Mineral Density and Subsequent Cancer Risk CP010128-
Sub-01063
Lampe, Johanna W Breast and Bone Density: Impact of Colonic Environment CA097366
Lampe, Johanna W Hormone Status Postmenopause: Colonic Bacterial Effects PAR00-025 CA097475
Le Beau, Michelle M. Molecular Analysis of Chromosomal Fragile Sites CA041644
Lee, Wen-Hwa DNA Repair and Tumor Suppressor Genes CA081020
Lin, Jiayuh Requlation of STAT3 by p53 in Cancer Cells CA096714
Liu, Xuan Regulation of p53 by TAFII1250 CA075180
Loeb, Lawrence A Oxygen Induced DNA Damage. Mutations and Cancer CA080993
Lucito, Robert D Application of Genomic Microarrays to Breast Cancer CA093634
Marks, Jeffrey R. Expression Based Markers for Breast Cancer Detection CA98-028 CA084955
Martin, Stuart S Actin-requlated Apoptosis in Mammary Tumorigenesis CA096555
Maskarinec, Gertraud Breast Density, IGF-I, & Prolactin, in Four Populations PAR03-010 CA105948
Medina, Daniel M. Mechanisms of the Hormonal Prevention of Breast Cancer PA93-083 CA064255
Meric, Funda Role of Nuclear Tyrosine Rak in Breast Cancer CA091834
Merino-Neumann, Maria J. Gene Expression Profiling of Microdissected Normal, Invasive and In Situ SC009361
Carcinoma of Breast through the use of Nucleic Acid Array.
Miksicek, Richard J Characterization of a Novel Breast-Specific Mucin Gene PA01-010 CA094943
Mincey, Betty A Mammographic Density as a Predictor of Breast Cancer CA094974
Modugno, Francesmary Serum Markers of Breast /Ovarian Cancer Risk PA01-015 CA095113
Pinzone, Joseph J Beta Protein 1 and Nuclear Hormone Signaling in Breast Cancer CA101875
Pommier, Yves DNA Topoisomerases as Targets of Action for Anticancer Drugs BC006161
Reddy, E P Myb Gene Family and Breast Cancer CA079086
Rohan, Thomas E p53 in Benign Breast Disease and Breast Cancer Risk: A Multicenter Cohort PAQ01-015 CA095661
Roninson, Igor B Accelerated Senescence in Tumor Cells CA089636
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64961
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64961
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58462
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58928
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58720
http://grants.nih.gov/grants/guide/pa-files/PA-01-015.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59614
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Principal Investigator Title RFA or PA Project ID
Rosenberg, Robert D New Mexico Mammography Project CA98-025 CA069976
Schairer, Catherine Serum Levels of Sex Steroid Hormones and Insulin and Insulin-like Growth CP010182-

Factors and Breast Cancer and Benign Breast Disease Sub-01100
Scribner, Richard A Exploration of Obesity Risk for Cancer Prevention PAR03-010 CA103484
Serrero, Ginette PC Cell Derived Growth Factor in Human Breast Cancer PA99-162 CA085367
Singh, Sonia Minority Predoctoral Fellowship Program CA092816
Sporn, Michael B Chemoprevention of ER-negative Breast Cancer CA03-005 CA101207
Telang, Nitin Preclinical Evaluation of Intermediate Endpoints and their Modulation by CN025018
Chemoprevention Agents
Thorgeirsson, Unnur P. Biological Effects of Tissue Inhibitor of Metalloproteinases-1 (TIMP-1) BC005744
Troisi, Rebecca Pregnancy Hormone Levels in Umbilical Cord Blood Samples CP010168-
Sub-00043
Troisi, Rebecca Maternal and Umbilical Cord Hormone Concentrations in Monochorionic and CP010168-
Dichorionic Pregnancies Sub-10039
Wang, Zhigang Molecular Dissection of Yeast Nucleotide Excision Repair CA067978
Weber, Barbara L Biological Markers of Breast Cancer & Tamoxifen Response CA082707
Westerlind, Kim C Exercise and the Prevention of Breast Cancer CA079554
Waulf, Gerburg Role of the Prolylisomerase Pin1 in Oncogenesis CA093655
Xu, Xia Hormone Lab CP010126-
Sub-01078
Xu, Xiang-Xi M Ovarian Cancer CA079716
Yakovlev, Andrei Y Mechanistic Modeling of Breast Cancer Surveillance CA99-013 CA088177
You, Ming Preclinical Evaluation of Intermediate Endpoints and their Modulation by CN025123
Chemopreventive Agents
Table B-8

NCI Projects Supported in 2003 Addressing the PRG Priorities:
Eti-B:What are the best approaches to understanding gene-environment interactions?

Gen-G: Do any life experiences, behaviors, or environmental exposures influence breast cancer risk
among women with inherited mutations in major predisposing genes?

Principal Investigator Title RFA or PA  Project ID Eti-B Gen-G
Ahles, Tim A Cognitive Effects of Cancer Chemotherapy CA087845 X
Akhmedkhanov, Arslan A Pregnancy Hormonal Profile/Biomarker Breast Cancer PAR00-025 CA095923 X

Risk
Ambs, Stefan Identification of Allele Variant Genes That Are Risk BC010439 X X
Eactors for Human Breast Cancer
Andrulis, Irene L. Ontario Family Regqistry for Studiy of Breast Cancer Risk CA95-003 CA069467 X
Armstrong, Katrina Cultural Model of Prevention in African-American Women | PA02-001 CA100602 X
Bale, Allen E Breast Cancer Genes in Mexican Populations PA01-021 CA089791 X X
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Principal Investigator Title RFAor PA  ProjectID Eti-B Gen-G
Banerjee, Sipra An Environmentally Relevant DNA Polymerase Beta CA083768 X
Variant
Baumgartner, Kathy B The 4 Corners Breast and Endometrial Cancer Study CA078762 X
Bernstein, Jonine L Breast Cancer, Radiation Exposure, and the Atm Gene CA98-018 CA083178 X X
Bernstein, Jonine L Interaction of Radiation, BRCA1/2, and Breast Cancer CA097397 X X
Bernstein, Leslie BRCA1, Oral Contraceptives, and Hormonal Risk Factors | PA97-109 CA074847 X
Blask, David E Phytomelatonin and Cancer Prevention CA076197 X
Brinton, Louise Study of Breast, Ovarian and Endometrial Cancer in CP010126- X X
Polish Women Sub-01033
Brody, Julia G Risk Factors for Ductal Carcinoma In Situ (DCIS) PA01-021 CA103478 X
Buetow, Kenneth H. Molecular Genetic Epidemiology of leading U.S. Cancers CP010140 X X
Buys, Saundra S Cooperative Family Reqistry for Breast Cancer Studies CA95-003 CA069446 X
Byers, Tim E Four-Corners Breast Cancer Study PA98-028 CA078552 X X
Chen, Junjie Analysis of BRCA1 Function in DNA Repair CA089239 X
Colditz, Graham A Dietary and Hormonal Determinants of Cancer in Women CA087969 X
Conway-Dorsey, Kathleen T Molecular Epidemiology of Smoking & Breast Cancer CA092554 X
Daly, Mary B Cooperative Family Reqistry for Breast Cancer Study CA95-003 CA069631 X
Dillon, Deborah Nutrients Effect on Genotype in Breast Cancer CA079774 X X
Doody, Michele Breast and Other Cancers Following X-rays for Scoliosis CP010131- X X
Sub-04150
Doody, Michele Cancer Risk in X-ray Technologists CP010133- X X
Sub-04180
El-Bayoumy, Karam E. Nitroaromatics and Breast Cancer CA035519 X
Forman, Michele Maternal Cohort Study of the Nurses’ Health Studies SC010362 X
Freudenheim, Jo L Methylation and Oxidation in Breast Cancer Epidemiology CA092040 X
Gail, Mitchell Epidemiologic Field Studies CP010182 X X
Gammon, Marilie D Breast Cancer and the Environment on Long Island CA066572 X
Garcia-Closas, Montserrat Interactive Effects of Genetic Susceptibility and CP010126- X X
Environmental Factors on Breast Cancer Risk Sub-01047
Gelber, Richard D International Breast Cancer Study Group Statistical CA075362 X
Center--A Breast Cancer Study Resource
Giuliano, Anna R. Four-Corners Breast and Endometrial Cancer Study CA078802 X
Glaubensklee, Carolyn S Partnership to Increase Hispanic Cancer Research and CA02-006 CA091489 X
Education in Colorado.
Goldgar, David E Risk Estimation and Modifier Genes in Inherited Cancer CA081203 X
Gonzalez, Frank J. Xenobiotic Receptors BC005708 X
Greene, Mark NSABP Breast/Endometrium Polymorphism Project CP010142- X X
Sub-07220
Greene, Mark Clinical Genetic Studies of Familial and Hereditary Cancer CP010144 X

Syndromes
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Principal Investigator Title RFA or PA  Project ID Eti-B Gen-G
Greene, Mark Hereditary Breast/Ovarian Cancer Families - Master CP010144- X
Protocol Sub-08040
Greene, Mark Intervention Trials in Persons at Increased Genetic Risk CP010145 X
of Cancer
Grubbs, Stephen Scott Christiana Care CCOP CA02-003 CA045418 X
Harlap, Susan Cancer in the Jerusalem Perinatal Study CA080197 X
Hartge, Patricia The Prostate, Lung, Colorectal, and Ovarian Cancer CP010171- X
Screening Trial - Ovarian Cancer and Precursors Sub-00030
Hartman, Anne-Renee Genetic Alterations in Breast Cells From BRCA1 Carriers CA098246 X X
Hein, David W Pharmacogenetics of Drug and Carcinogen Metabolism PA95-084 CA034627 X
Helferich, William G Dietary Isoflavones, Tamoxifen, and Tumor Growth CA077355 X
Henderson, Brian E Genetic Susceptibility to Cancer in Multiethnic Cohorts CA063464 X
Hilakivi-Clarke, Leena Timing of Dietary Exposure and Breast Cancer Risk CA03-001 CA100970 X
Ho, Gloria Y Polymorphisms of Insulin-IGF Signal Pathways and CA102691 X
Female Cancer
Hoover, Robert Cohort Consortium CP010167- X X
Sub-00015
Hopper, John L The Australian Breast Cancer Family Reqistry CA95-003 CA069638 X
Hunter, David J Cohort Study of Genetic Susceptibility to Breast Cancer PA93-083 CA065725 X
Hunter, David J Breast & Prostate Cancer and Hormone-Related Gene CA098233 X
Variants
Ji, Bu-Tian Shanghai Breast CP010136- X X
Sub-02337
Jorgensen, Timothy J DNA Repair Gene Polymorphisms and Breast Cancer CA097817 X
Risk
Kleinerman, Ruth Breast and Other Cancers Among Patients and their CP010131- X
Relatives with Ataxia Telangiectasia Sub-04015
Kolonel, Laurence N Epidemiologic Studies of Diet and Cancer in Hawaii CA033619 X X
Lampe, Johanna W Hormone Status Postmenopause: Colonic Bacterial PAR00-025 CA097475 X
Effects
Lash, Timothy L Smoking & Genetic Interaction in Breast Cancer Etiology CA087724 X X
Lee, Wen-Hwa BRCA1 and Transcriptional Control in DNA Damage CA094170 X
Response
Li, Christopher c-erbB-2 and Risk of Contralateral Breast Cancer CA101970 X
Liber, Howard L lonizing Radiation Mutagenesis CA049696 X
Loeb, Lawrence A Oxygen Induced DNA Damage, Mutations and Cancer CA080993 X
Mc Macken, Roger L Training in Areas Fundamental to Cancer Research CA009110 X
McCann, Susan E Phytoestrogens and Breast Cancer Risk CA089123 X X
Mehta, Rajendra G Vitamin D5 in Prevention of Mammary Carcinogenesis CA082316 X
Miller, Mark S Metabolic Genotypes & Oncogenic Damage in Breast CA081330 X
Cancer
Milligan, Jamie R Biologically Significant Damage in DNA CA046295 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58717
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53918
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55576
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55576
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62972
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59710
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59710
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62750
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62750
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58612
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58058
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58058
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Neugut, Alfred | Cancer Epidemiology/Biostastistics/Environmental Health CA009529 X
Newcomb, Polly A Medications, Genetic Variability & Breast Cancer CA047147 X
Olopade, Olufunmilayo | Genetics of Breast Cancer in Blacks CA089085 X
Palmer, Julie R Gene Polymorphisms in Relation to Cancer in Black PAS02-009 CA098663 X
Women
Pathak, Dorothy R Breast Cancer Gene-Diet Interactions in Polish Women PAQ01-021 CA092838 X
Pathak, Dorothy R Breast Cancer Gene-Diet Interaction US Polish Migrants PAQ01-021 CA096436 X
Peterson, Leif Genetic Epidemiology of Cancer Susceptibility Genes CA078199 X
Price, Brendan D Radiation Activation of the Atm and p53 Proteins CA064585 X
Riboli, Elio Breast & Prostate Cancer and Hormone-related Gene CA098216 X
Variants
Ron, Elaine Male Breast Cancer CP010131- X
Sub-04098
Russo, Jose Genomic Basis of Reproductive History on Breast Cancer CA093599 X
Saykin, Andrew J Neural Mechanisms of Chemotherapy-Induced Cognitive CA101318 X
Dis
Schairer, Catherine Breast Cancer Detection Demonstration Project Followup CP010182- X
Study - | Sub-01030
Scribner, Richard A Exploration of Obesity Risk for Cancer Prevention PAR03-010 CA103484 X
Sellers, Thomas A Epidemiologic and Genetic Studies of Breast Cancer CA082267 X
Senie, Ruby T Metropolitan New York Reaqistry of Breast Cancer Families | CA95-003 CA069398 X
Sigurdson, Alice The Incidence of Breast and Other Cancers Among CP010133- X
EFemale Flight Attendants Sub-04077
Silverman, Debra Cancer Risk in Human Populations CP010136 X
Slattery, Martha L Four-Corners Breast and Endometrial Cancer Study PA98-028 CA078682 X X
Spratt, Thomas E Mechanisms of Fidelity and Mutagenesis CA075074 X
Steck-Scott, Susan Gene-Nutrient Interactions and Breast Cancer CA102640 X
Stella, Philip J Ann Arbor Regional CCOP CA02-003 CA063848 X
Stone, Michael P Adduct-induced Frameshift Mutagenesis CA055678 X
Struewing, Jeffery BRCA1/2 and Breast and Ovarian Cancer CP010138 X
Taylor, Philip R. Human Studies of Diet and Nutrition CNO000101 X
Tekmal, Rajeshwar R INT5/Aromatase Effect of Breast Estrogen in Neoplasia CA075018 X
Thomas, Duncan C Survival Models for Genetic Epidemiology CA052862 X X
Thun, Michael J Breast & Prostate Cancer and Hormone-related Gene CA098710 X
Variants
Trentham-Dietz, Amy Breast Cancer In Situ: Recurrence and Quality of Life PA98-027 CA067264 X
Tucker, Margaret Familial Cancer in the Jewish Community CP005803- X X
Sub-08150
Ullrich, Robert L Carcinogenic Interactions of Radiation and Chemicals CA043322 X X
Weber, Barbara L Biological Markers of Breast Cancer & Tamoxifen CA082707 X

Response
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55265
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57522
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62992
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54802
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55426
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57257
http://grants2.nih.gov/grants/guide/pa-files/PA-98-027.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62829
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57072
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Principal Investigator Title RFA or PA  Project ID Eti-B Gen-G
West, Dee W. Northern California Cooperative Family Registry CA95-003 CA069417 X
Westerlind, Kim C Exercise and the Prevention of Breast Cancer CA079554 X
Whittemore, Alice S Statistical Methods for Genetic Epidemiology PA98-078 CA094069 X
Whittemore, Alice S Breast Cancer Risk Modifiers in BRCA Mutation Carriers CA097359 X
Yang, Xiaohong (Rose) Analysis of Risk Factors for Breast Cancers Classified CP005803- X
According to Expression of Hormonal Markers Sub-10015
Yee, Lisa D Eatty Acids and Ppars in Breast Cancer Prevention CA086020 X
Yeh, Grace Chao Dietary Requlation of Biochemical and Molecular BC000189 X
Changes in Carcinogen-resistant Cells
Zheng, Wei Molecular Epidemiologic Study of Breast Cancer CA090899 X
Zhu,Bao T Selective Induction of Estrogen Conjugative Metabolism CA092391 X
Table B-9
NCI Projects Supported in 2003 Addressing the PRG Priority: What factors influence disease
progression?

Principal Investigator Title RFA or PA Project ID
Aaronson, Stuart A p53 - Reqgulators and Effectors CA080058
Adunyah, Samuel E. Comprehensive Mehary Medical College/Vanderbelt-lngram Cancer Center CA01-002 CA091408

Cancer Research Partnership
Akhmedkhanov, Arslan A Pregnancy Hormonal Profile/Biomarker Breast Cancer Risk PAR00-025 CA095923
Alexander, Caroline M The Role of Syndecan-1 in Mouse Mammary Neoplasia CA090877
Anderson, Carl W Genetic Variation in Human NHEJ DNA Repair Genes CA089199
Appella, Ettore Tumor Suppressor Protein, p53 BC005599
Arnold, Andrew Cyclin D1-PRAD1 in Mammary Neoplasia CA055909
Artandi, Steven E Telomere Dysfunction, Genomic Instability and Cancer CA082176
Bachelder, Robin E Novel Function for VEGF in Breast Carcinoma Survival CA093855
Bhujwalla, Zaver M. Imaging Lymphatic Clearance in Tumor Metastasis CA090471
Blask, David E Light During Darkness and Breast Cancer Progression CA085408
Blenis, John Mitogenic and Oncogenic Requlation of Erk/Rsk Signaling CA046595
Boerner, Julie Targeting EGFR and ¢c- SRC Synerqgy in Breast Cancer CA093028
Bolton, Judy L. Biotransformation of Estrogens to Carcinogenic Quinoids CA073638
Bulun, Serdar E Breast Cancer-Proximal Stroma Interaction and Aromatase CA067167
Caan, Bette J Behavioral Correlates of Recurrence in Breast Cancer CA080027
Cance, William G. Focal Adhesion Kinase--Tumor Biology and Therapeutics PA92-81 CA065910
Carney, Patricia A Hormone Replacement Therapy and Breast Cancer CA080888
Carney, Patricia A Strateqgic Studies in Breast Cancer Surveillance CA98-025 CA086082
Carthon, Bradley Minority Predoctoral Fellowship Program CA084293
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56621
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57057
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64839
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64839
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58026
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55158
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http://grants.nih.gov/grants/guide/pa-files/PAR-00-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57236
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58017
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64974
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54004
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58125
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57924
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57004
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56274
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53470
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46212
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57600
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57105
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57218
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53143
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October 2004

Report of the Breast Cancer Progress Review Group

Principal Investigator Title RFA or PA Project ID
Chao, Moses V Tumor Necrosis Factor Family Mechanism of Action CA056490
Chen, Junjie Analysis of BRCA1 Function in DNA Repair CA089239
Chernoff, Jonathan D. A Growth-requlating Protein Tyrosine Phosphatase CA058836
Clevenger, Charles V. Eunction of the Prolactin Receptor Complex in Breast Cancer CA069294
Clinton, Gail M Truncated HER2/neu Protein in Breast Cancer CA083970
Colditz, Graham A Benign Breast Disease and Risk of Breast Cancer PA92-27 CA046475
Cravatt, Benjamin F Chemical Approaches for Activity Based Proteomics CA087660
Cullen, Kevin Midcareer Investigator Award CA082238
Dalla-Favera, Riccardo Molecular Pathogenesis of Breast Cancer CA097403
De Lange, Titia Telomere Length Control by TRF1 and TRF2 CA076027
De Luca, Luigi M. Retinoids in Differentiation and Neoplasia BC004798
Dewille, James W C/EBP Delta Controls Mammary Epithelial Cell G Growth Arrest CA057607
Dignam, James Obesity and Outcomes After Early Stage Breast Cancer PA01-021 CA099508
Dillon, Deborah Nutrients Effect on Genotype in Breast Cancer CAOQ79774
Donner, David B Tumor Necrosis Factor Action in Cells CA067891
Fornace, Albert J. Molecular Biology of Cellular Injury BC007184
Foster, David A. Mitogenic Signaling Through RalA and Phospholipase D CA046677
Frost, Andra R Prevention of Breast Cancer by Targeting Myofibroblasts PAR02-176 CA105950
Fuqua, Suzanne A A Hypersensitive Estrogen Receptor-alpha Mutant in Breast Cancer CA072038

Progression
Gammon, Marilie D Breast Cancer and the Environment on Long Island CA066572
Gazdar, Adi F Markers for Risk Assessment/Early Detection of Lung and CA98-028 CA084971
Gonzalez, Frank J. Xenobiotic Receptors BC005708
Green, Jeffrey E. Transgenic Models for Prostate and Breast Cancers BC005740
Grubbs, Stephen Scott Christiana Care CCOP CA02-003 CA045418
Gupta, Ramesh C Breast Cancer Etiology CA090892
Hahn, William C New Models of Human Cancer CA094223
Hakomori, Senitiroh Sphingosine Dependent Kinase and Carcinogenesis CA082167
Hankinson, Oliver Carcinogen Activation and Screening in Variant Cells CA028868
Hankinson, Susan E Biochemical Markers in the Nurses’ Health Study Cohort PA93-83 CA049449
Haslam, Sandra Z Role of Stroma in Mammary Gland Cell Proliferation PA99-162 CA040104
Helferich, William G Dietary Isoflavones, Tamoxifen, and Tumor Growth CA077355
Hilakivi-Clarke, Leena Timing of Dietary Exposure and Breast Cancer Risk CA03-001 CA100970
Hilakivi-Clarke, Leena A Pregnancy Estrogens, Diet, and Breast Cancer Risk CA089950
Hla, Timothy T Mechanisms of COX2 Induced Tumorigenesis CA095181
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64780
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Hunter, Kent W. Genetic Modifiers of Intitiation and Progression of Mammary Cancer CP010146
Hyder, Salman M Progestin Requlation of VEGF in Breast Cancer Cells PA99-162 CA086916
Jacobsen, Britta Role of Progesterone Receptor Ratio in Breast Cancer CA090073
Jeng, Meei-Huey Eunctions of Estrogen Receptor Coactivators in Breast Tissue CA082565
Keri, Ruth A Regqulation of ErbB2 Induced Mammary Gland Cancer CA090398
Kerlikowske, Karla M San Francisco Mammography Registry--A Research Resource CA98-025 CA063740
Keyomarsi, Khandan Proteolytic Processing of Cyclin E in Breast Cancer CA087548
Lee, Adrian V IRS1 and 2 Signaling in Mammary Development and Cancer PA99-162 CA094118
Lee, Jiing-Dwan Novel Effectors in ErbB3 Mediated Signaling PARO01-045 CA095353
Li, Christopher c-erbB-2 and Risk of Contralateral Breast Cancer CA101970
Lopez-Berestein, Gabriel G PRCC/MDACC: Partners for Excellence in Cancer Research CA02-005 CA096300
Lopez-Enriquez, Reynold PRCC/MDACC:Partners for Excellence in Cancer Research CA02-005 CA096297
Luo, Jia Ethanol, ErbB Receptors and Breast Cancer CA090385
Lydon, John P Progesterone Receptor and Breast Cancer CAQ077530
McMurray, John S The Development of STAT3 Inhibitors. CA096652
Medina, Daniel M. Mechanisms of the Hormonal Prevention of Breast Cancer PA93-083 CA064255
Mercurio, Arthur M. Integrin Function and Signaling in Carcinoma Progression CA080789
Miller, Fred R Proteomics of Progression in MCF-10 Xenograft Model PA99-162 CA090503
Montano, Monica M A Novel Growth Requlatory Factor in Breast Cells CA092440
Moses, Harold L Comprehensive Mehary Medical College/Vanderbelt-Ingram Cancer Center CA01-002 CA091405

Cancer Research Partnership
Neugut, Alfred | Cancer Epidemiology/Biostastistics/Environmental Health CA009529
Nixon, Daniel W Low Fat Diet and Breast Cancer Recurrence--Outcome Trial CA045504
Parsons, Sarah J c-Src and EGF Receptor in Breast Cancer Development CA071449
Penning, Trevor M. Human Aldo-Keto Reductases and Steroid Hormone Action CA090744
Pitha-Rowe, Paula M Molecular Targets for Cancer Detection and Treatment CA009071
Reddy, Kaladhar B Mitogen Activated Protein Kinases and Breast Cancer CA083964
Roberts, Anita B. Signal Transduction Pathways of Transforming Growth Factor-beta BC005051
Rock, Cheryl L Hormones During Weight Loss in Breast Cancer Survivors PAR02-037 CA101489
Rohan, Thomas E p53 in Benign Breast Disease and Breast Cancer Risk: A Multicenter Cohort PA01-015 CA095661
Rosen, Eliot M BRCA1 Modulates Estrogen Receptor Response in Breast Cancer CA082599
Rosenberg, Robert D New Mexico Mammography Project CA98-025 CA069976
Ross, Jeffrey Human RNA Binding Protein as a Cancer Marker PA01-010 CA094082
Ross, Ronald K latrongenic Causes of Cancer CA017054
Salomon, David S. The Role of Cripto in the Pathogenesis of Breast and Colon Cancer BC009003
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59407
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52902
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58265
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55027
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55559
http://grants1.nih.gov/grants/guide/pa-files/PA-93-083.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55686
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56498
http://grants2.nih.gov/grants/guide/pa-files/PA-99-062.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55436
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56442
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56442
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-002.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57967
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54166
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53293
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57312
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54799
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57693
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64820
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57569
http://grants.nih.gov/grants/guide/pa-files/PAR-02-037.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56344
http://grants.nih.gov/grants/guide/pa-files/PAR-01-105.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59835
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59349
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57237
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54521
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64836
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Principal Investigator Title RFA or PA Project ID
Santen, Richard J Role of the Cell Cycle in Hypersensitivity to Estradiol CA084456
Schairer, Catherine Inflammatory Breast Cancer Pilot Study CP010182-
Sub-00314
Sellers, Thomas A Epidemiologic and Genetic Studies of Breast Cancer CA082267
Serrero, Ginette PC Cell Derived Growth Factor in Human Breast Cancer PA99-162 CA085367
Settleman, Jeffrey E Regulation and Function of the p190 Rho GAPs CA062142
Shalloway, David | SRC and PTP-alpha in Signal Transduction and Cancer CA032317
Silberstein, Gary B Role of PAX2 in Mammary Development and Cancer CA091996
Silliman, Rebecca A Breast Cancer Treatment Outcomes in Older Women PA96-034 CA084506
Singh, Sonia Minority Predoctoral Fellowship Program CA092816
Stella, Philip J Ann Arbor Regional CCOP CA02-003 CA063848
Struewing, Jeffery BRCA1/2 and Breast and Ovarian Cancer CP010138
Taplin, Stephen H Breast Cancer Surveillance in a Defined Population CA98-025 CA063731
Tekmal, Rajeshwar R INT5/Aromatase Effect of Breast Estrogen in Neoplasia CA075018
Thomas, Thresia Role of Polyamines in Estrogen Function in Breast Cancer CA042439
Trentham-Dietz, Amy Breast Cancer In Situ: Recurrence and Quality of Life PA98-027 CA067264
Tuttle, Stephen W Role of Pentose Cycle on PDT Response CA091053
Vetvicka, Vaclav Regulation of Breast Cancer Growth by Activation Peptide CA082159
Wang, Sheng Prohibitin in Mediating Suppression of Breast Cancer PAR02-176 CA102940
Weinstein, Bernard | Roles of Specific Isoforms of PKC in Cell Cycle Control CA026056
Westerlind, Kim C Exercise and the Prevention of Breast Cancer CA079554
Waulf, Gerburg Role of the Prolylisomerase Pin1 in Oncogenesis CA093655
Wykle, Robert L Ether-linked Lipids and Signaling in Breast Tumor Cells CA085833
Yakovlev, Andrei Y Mechanistic Modeling of Breast Cancer Surveillance CA99-013 CA088177
Yee, Lisa D Fatty Acids and Ppars in Breast Cancer Prevention CA086020

Table B-10

NCI Projects Supported in 2003 Addressing the PRG Priority: What might be a useful approach to
expanding our knowledge regarding breast cancer etiology?

Principal Investigator Title RFA or PA Project ID
Agnew, Brian J Proteomic Analyses of Breast Cancer Refractoriness PARO01-107 CA099103
Akhmedkhanov, Arslan A Pregnancy Hormonal Profile/Biomarker Breast Cancer Risk PAR00-025 CA095923
Alnemri, Emad S NFkB and Apoptosis Reqgulatory Complexes CA085421
Anton-Culver, Hoda A. UCI UCSD Cancer Genetics Network CA97-004 CA078134
Avruch, Joseph Molecular Basis of Cell Growth Control by the TOR Kinase CA073818
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53110
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62861
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55265
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59843
http://grants2.nih.gov/grants/guide/pa-files/PA-99-062.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57460
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53006
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55864
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53222
http://grants2.nih.gov/grants/guide/pa-files/PA-96-034.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=50032
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58869
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64951
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55701
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58255
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53002
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57257
http://grants.nih.gov/grants/guide/pa-files/PA-98-027.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56607
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59290
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52888
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55194
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53571
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57950
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59044
http://grants1.nih.gov/grants/guide/rfa-files/RFA-CA-99-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57057
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52955
http://grants.nih.gov/grants/guide/pa-files/PAR-01-107.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53163
http://grants.nih.gov/grants/guide/pa-files/PAR-00-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53036
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59814
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-97-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57919
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Principal Investigator Title RFA or PA Project ID
Baird, William M Modifiers of Carcinogenesis--Environmental PAH Mixtures CA028825
Band, Vimla ADAS3: A Novel Target for HPV16 E6 Oncoprotein CA094143
Baumgartner, Kathy B The 4 Corners Breast and Endometrial Cancer Study CA078762
Bernstein, Jonine L Breast Cancer, Radiation Exposure, and the Atm Gene CA98-018 CA083178
Bernstein, Jonine L Interaction of Radiation, BRCA1/2, and Breast Cancer CA097397
Blair, Aaron Pbb and Breast Cancer in Michigan 253_10%112538'
Blair, Aaron Breast Cancer Among a DDT Exposed Population in Triana gsg_:)%g%%_
Blot, William J. Southern Community Cohort Study CA092447
Bowen, Deborah J Northwest Cancer Genetics Network CA97-004 CA078164
Brinton, Louise Study of Breast. Ovarian and Endometrial Cancer in Polish Women gsg_l)(?]:)z:g
Brinton, Louise Extended Follow-Up of Columbia, Missouri Serum Bank Participants gst())-})%%g-
Brinton, Louise EFemale Cancers and Medical Conditions Record Linkage Project gsggz&%
Brinton. Louise Women’s Intervi_ew Study of Health: A Case-control Study of Breast Cancer CP010126-

’ with an Emphasis on Women Under the Age of 45 Sub-03170
Brinton, Louise A Follow-up Study of Women Evaluated and Treated for Infertility: 1965-88 gst?-:)al)?ég
Brinton, Louise Follow-up of Women with Augmentation Mammoplasty gst())-!)(?l‘]ZZZ%-
Britton, Julie A Energy Balance and Breast Cancer in Arican Americans CA093447
Byers, Tim E Four-Corners Breast Cancer Study PA98-028 CA078552
Byers, Tim E Partnership to Increase Hispanic Cancer Research for Colorado CA02-006 CA091398
Carraway, Kermit L Functions of Her2/ErbB2 Ligand Sialomucin Complex/MUC4 CA074072
Chen, Jiandong Regulation of 053 Subcellular Distribution by MDM2/ARF CA088406
Cheng, Jin Q AKT2 Oncogene and Human Oncogenesis CA077935
Chodosh, Lewis A. Temporal Analysis of Mammary Carcinogenesis PAR99-102 CA094393
Colditz, Graham A Benign Breast Disease and Risk of Breast Cancer PA92-27 CA046475
Cole, Michael D Myc-dependent Pathways in Apoptosis and Lymphomagenesis CA080320
Comis, Robert L ECOG CCOP Research Base CA99-006 CA037403

Geographic Information System (GIS-H) for the Long Island Breast Cancer

Crystal, Roger Study Proiect PC095074
Davis, Scott Night Shift Workers and Hormone Levels in Women CA097090
Devesa, Susan Descriptive Studies and Record Linkage CP010183

. . oo CP010131-
Doody, Michele Breast and Other Cancers Following X-rays for Scoliosis Sub-04150

. L . CP010133-
Doody, Michele Cancer Risk in X-ray Technoloqists Sub-04180
Dupont, William D Epidemiology of Molecular Risk Factors for Breast Cancer CA050468
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59070
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-018.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58709
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62928
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62752
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58543
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59820
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-97-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62984
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62827
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62834
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=63007
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=63007
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62708
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62835
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59392
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58722
http://grants2.nih.gov/grants/guide/pa-files/PA-98-028.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54402
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54264
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55893
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56266
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55542
http://grants.nih.gov/grants/guide/pa-files/PAR-99-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55153
http://grants2.nih.gov/grants/guide/historical/1992_01_10_Vol_21_No_01.pdf
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53690
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53577
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64731
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64731
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58751
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62785
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62751
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62772
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57666
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Principal Investigator Title RFA or PA Project ID
Flowers, Lisa C Genomic and Proteomic Study of Cancer Disparities in Ethnic Populations CA02-006 CA091393
Folsom, Aaron R Epidemiology of Cancer in a Cohort of Older Women PA98-028 CA039742
Ford, Heide L HSIX1 in Cell Cycle Control and Tumorigenesis CA095277
Friesen, Marlin D Estrogen Metabolite Analysis in Blood PA01-021 CA096398
Frost, Andra R Prevention of Breast Cancer by Targeting Myofibroblasts PAR02-176 CA105950
Gail, Mitchell Epidemiologic Field Studies CP010182
Gail, Mitchell Methods for Epidemiology Studies CP010181
Gail. Mitchell Projecting Breast Cancer Risk: Development of a New Model Including CP010182-

’ Mammographic Features to Estimate Absolute Risk of Breast Cancer Sub-00318
Garcia-Closas. Montserrat Interactive Effects of Genetic Susceptibility and Environmental Factors on CP010126-

’ Breast Cancer Risk Sub-01047

Giuliano, Anna R. Four-Corners Breast and Endometrial Cancer Study CA078802
Glaubensklee, Carolyn S Partnership to Increase Hispanic Cancer Research and Education in Colorado. | CA02-006 CA091489
Golovkina, Tatyana V Mechanism of Resistance to MMTV-induced Mammary Tumors CA089116
- . CP004410-

, Family History of Lancer Validation
Graubard, Barry EFamily History of Cancer Validation Sub-00357
. ) . CP010142-
Greene, Mark NSABP Breast/Endometrium Polymorphism Project Sub-07220
Greene, Mark Intervention Trials in Persons at Increased Genetic Risk of Cancer CP010145
Greene, Mark Breast Imaging Studies in Women at High Genetic Risk of Breast Cancer CP010145-
Sub-07040
National Prospective Study of Risk-reducing Salpingo-Oophorectomy and CP010145-
Greene, Mark Ovarian Screening Among Women at Increased Genetic Risk of Ovarian
Sub-07210
Cancer

Gridlev. Gloria Denmark and Sweden Linked Registries on Hospital Discharges and CP010183-
Y. Subsequent Cancers Sub-00560
Gridlev. Gloria Veterans Administration Hospitalization Database, Patient Treatment File, and CP010183-
¥ Outpatient Clinic File Sub-00580
. . . . . . . CP010183-
Gridley, Gloria Cancer Environment-linked Registry-Swedish Occupational Study Sub-02050
Griffin, Constance A Mid Atlantic Cancer Genetics Network CA97-004 CA078148
Gulley, Margaret L Development of Assays to Detect EBV in Breast Cancers PA01-021 CA101500
Gunther, Edward J BRCA 1 Function Using an Inducible Transgene CA079682
Habel, Laurel A Mammographic Density in a Multi-Ethnic Cohort CA089552
Habel, Laurel A Ductal Carcinoma In Situ--Mammographic Features and Prognosis CA081302
Hahn, William C New Models of Human Cancer CA094223
Haile, Robert W Risk of Cancer in A-T Families CA076513
Hankinson, Oliver Carcinogen Activation and Screening in Variant Cells CA028868
Hankinson, Susan E Biochemical Markers in the Nurses’ Health Study Cohort PA93-83 CA049449
Hankinson, Susan E Premenopausal Hormone Levels and Risk of Breast Cancer CA067262
Harlap, Susan Cancer in the Jerusalem Perinatal Study CA080197
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54194
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59593
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62717
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62758
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62946
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62946
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62863
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62863
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57855
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59040
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57355
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62832
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62922
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62753
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62757
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62904
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62904
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62904
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62810
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62810
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=63003
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=63003
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62786
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59817
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-97-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56833
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58539
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56691
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57219
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56160
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59398
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Hartge, Patricia The Prostate, Lung, Colorectal, and Ovarian Cancer Screening Trial - Ovarian CP010171-
Cancer and Precursors Sub-00030

Hartge, Patricia Assessing the Risk of Breast and Ovarian Cancer CP010171
Hearing, Patrick Tumor Virus-Host Interactions CA028146
Hilakivi-Clarke, Leena Timing of Dietary Exposure and Breast Cancer Risk CA03-001 CA100970
Hoover, Robert Cohort Consortium gst?-z)%l)ﬁg
Hoover, Robert Early Life Exposures and Subseguent Cancer Risk CP010168
Hoover. Robert Pregnancy Hormc_)ne Levels in Ma_lte_rnal and Cord Blood: Associatigns with CP010168-
’ Maternal and Perinatal Characteristics Related to Cancer in Offspring Sub-01132
Hoover, Robert The Prostate, Lung, Colorectal, and Ovarian Cancer Screening Trial - Breast CP010171-
Cancer Sub-10023

Hoover, Robert General Studies of Epidemiology CP010167
Hsieh, Chung-Cheng Stem Cells and Perinatal Factors for Breast Cancer Risk CA090902
Hu, Jennifer J Molecular Epidemiology and Prevention of Breast Cancer CA073629
Hunter, David J Cohort Study of Genetic Susceptibility to Breast Cancer PA93-083 CA065725
Isaacs, Claudine Cancer Genetics Network CA97-004 CA078146
Jansen, Michelle S Estrogen Receptor-beta Signal Transduction Pathway CA092984
Ji, Bu-Tian Shanghai Breast gsg_gg;%ﬁ{
Kim, Hyeong-Reh C Timp-1 and Apoptosis CA089113
Kimbro, Kevin S Genomic and Proteomic Study of Cancer Disparities in Ethnic Populations CA02-006 CA091366
Kleinerman, Ruth Breast_and cher Cancers Among Patients and their Relatives with Ataxia CP010131-
Telangiectasia Sub-04015

Kolonel, Laurence N Epidemiologic Studies of Diet and Cancer in Hawaii CA033619
Kushner, Peter J Gene Activation by Antiestrogens Used in Cancer Therapy CA080210
Lacey, James Bone Mineral Density and Subsequent Cancer Risk gsg-:)al)%g
Lampe, Johanna W Hormone Status Postmenopause: Colonic Bacterial Effects PAR00-025 CA097475
Lampe, Johanna W Breast and Bone Density: Impact of Colonic Environment CA097366
Land, Charles TB Fluoroscopy 358-1)311%10_
Lee, EvaY Mouse Cancer Models by Regulated Inactivation of Tumor Suppressors CA98-013 CA084241
Lin, Young C Exposure to Beef Growth Promoter in Breast Cancer CA01-018 CA094718
Lisanti, Michael P Caveolins, Signaling and Cell Transformation CA080250
Love, Susan M. The 3rd Intraductal Approach to Breast Cancer Symposium CA101820
Maskarinec, Gertraud Breast Density, IGF-I, & Prolactin, in Four Populations PAR03-010 CA105948
Medina, Daniel M. Mouse Models of Human Breast Cancer CA98-013 CA084243
Mineau, Geraldine P Rocky Mountain Cancer Genetics Coalition CA97-004 CA078174
Miyamoto, Shigeki Mechanism of Constitutive NF-kappa B Activity CA081065
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http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-97-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56720
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62972
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58052
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55771
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62750
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62750
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57532
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62747
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54676
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-98-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58632
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-018.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55967
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57438
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59472
http://grants.nih.gov/grants/guide/pa-files/PAR-03-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54013
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-98-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59821
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-97-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56036
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Principal Investigator Title RFA or PA Project ID
Neugut, Alfred | Cancer Epidemiology/Biostastistics/Environmental Health CA009529
Newcomb, Polly A Medications, Genetic Variability & Breast Cancer CA047147
Perou, Charles M Molecular Characterization of Breast Basal-Like Tumors CA03-005 CA101227
Pestell, Richard G Regulation of Cyclin D1 Expression CA070896
Prendergast, George C Role of RHO in Farnesyltransferase Inhibitor Responses CA082222
Rock, Cheryl L Hormones During Weight Loss in Breast Cancer Survivors PAR02-037 CA101489
Rohan, Thomas E th Reduc_tlon. Hormone Replacement Therapy Use. and Benign Breast CA077290

Disease Risk
) CP010131-
Ron, Elaine Male Breast Cancer Sub-04098
Rosenberg, Lynn Follow-up Study for Causes of lliness in Black Women CA058420
. ) ) . CP010181-
, Multiple LComparisons of oINF Analysis Froceaures
Rosenberg, Philip Multiple Comparisons of SNP Analysis Procedures Sub-00395
Ross, Susan R Characterization of the MMTV Receptor CAOQ073746
Rossing, Mary A Use of Antidepressants and Risk of Breast Cancer PA01-021 CA094745
Rushton, Gerard A Geographic Information System-based Workbench to Interpret Cancer Maps | PAS00-120 CA095961
Russo, Jose Genomic Basis of Reproductive History on Breast Cancer CA093599
Samet, Jonathan M. Risk Factors for Breast Cancer in Orange County, Florida PA01-021 CA094776
. . . CP010182-
Schairer, Catherine Inflammatory Breast Cancer Pilot Study Sub-00314
Schairer, Catherine Breast Cancer Detection Demonstration Project Followup Study - | CP010182-
Sub-01030
Schairer. Catherine Serum Levels of Sex Steroid Hormones and Insulin and Insulin-like Growth CP010182-
’ Factors and Breast Cancer and Benign Breast Disease Sub-01100
. ) . CP010127-
Schatzkin, Arthur Glycemic Index Coding Sub-10021
Schildkraut, Joellen M Carolina and Georgia Genetics Network Center CA97-004 CA078157
Sellers, Thomas A Epidemiologic and Genetic Studies of Breast Cancer CA082267
Shore, Roy E Estrogen Metabolites, Related Genes and Breast Cancer PAS02-009 CA098661
Shore, Roy E Repair & Prevention of DNA Damage & Breast Cancer Risk CA091892
. . . . CP010133-
Sigurdson, Alice The Incidence of Breast and Other Cancers Among Female Flight Attendants
Sub-04077
Silverman, Debra Cancer Risk in Human Populations CP010136
Singh, Sonia Minority Predoctoral Fellowship Program CA092816
Sinha, Rashmi Genetic, Dietary and Hormonal Risk Factors in Breast & Prostate Cancer CP010127-
Sub-03060
. ) . CP010127-
Sinha, Rashmi India Diet and Cancer Study Sub-03082
. ) Relationship of Biomarkers to Consumption of Pyrolysis Products in Cooked CP010127-
Sinha, Rashmi
Meats Sub-03160
Slamon, Dennis J Signal Transduction in Oncogenesis CA032737
Slattery, Martha L Four-Corners Breast and Endometrial Cancer Study PA98-028 CA078682
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57967
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54914
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56872
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58248
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53473
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57569
http://grants.nih.gov/grants/guide/pa-files/PAR-02-037.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55925
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55925
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62883
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58859
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62897
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58081
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55511
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57287
http://grants2.nih.gov/grants/guide/pa-files/PAS-00-120.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56661
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58975
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62861
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62755
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62969
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62969
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62843
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59819
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-97-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55265
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52929
http://grants2.nih.gov/grants/guide/pa-files/PAS-02-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53191
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62992
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62782
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=50032
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62841
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62859
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62953
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62953
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59564
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58390
http://grants2.nih.gov/grants/guide/pa-files/PA-98-028.html
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Principal Investigator Title RFA or PA Project ID
Strickler, Howard D Insulin and IGF in Female Colon, Breast, Uterine Cancer CA093881
Strong, Louise C Texas Cancer Genetics Consortium CA97-004 CA078142
Struewing, Jeffery BRCA1/2 and Breast and Ovarian Cancer CP010138
Struewing, Jeffery Genetic, Epidemiologic, and Biochemical Studies of DNA Damage Repair CP010157
Terry, Mary B Early Determinants of Breast Cancer Risk CA090685
Tevethia, Satvir S Biology of SV40-specific Transplantation Antigen CA025000
Thomas, Duncan C Survival Models for Genetic Epidemiology CA052862
Troisi, Rebecca Pregnancy Hormone Levels in Umbilical Cord Blood Samples 258.10%10?1%-
Troisi, Rebecca Mgterqal gnd Umbilicgl Cord Hormone Concentrations in Monochorionic and CP010168-

Dichorionic Pregnancies Sub-10039
Van Breemen, Richard B. CORE Mass Spectrometry Resource for Cancer Research PAR98-092 CA083124
Velie, Ellen Energy Balance and Breast Cancer in Black & White Women CA094984
Ward, Mary I(;z::;;i(s)ﬁ:;?cglr;vironmental Exposures to Nitrate, Pesticides. and CP010153
Weber, Barbara L Biological Markers of Breast Cancer & Tamoxifen Response CA082707
Whittemore, Alice S Statistical Methods for Genetic Epidemiology PA98-078 CA094069
Willett, Walter C. Risk Factors for Breast Cancer Among Younger Nurses PA93-83 CA050385
Wright, William E Breast & Other Cancers in the California Teachers Cohort CAQ077398
Xu, Xia Hormone Lab gst())-1021027%-
Yager, James D Mitochondrial Superoxide Dismutase & Breast Cancer Risk-Mechanism PA01-021 CA094747
Yang, Xiaohong (Rose) Analysis of Risk Factors for Breast Cancers Classified According to Expression CP005803-

of Hormonal Markers Sub-10015
Zheng, Wei Cancer Risk Reduction and Diet: A Cohort Study of Women PAS02-009 CA070867
Ziegler, Regina Nutrition, Metabolism, and Cancer CP010169
Ziegler, Regina Breast Cancer in Asian-American WWomen 258-10%10%%-

Table B-11

NCI Projects Supported in 2003 Addressing the PRG Priority: Are there etiologically distinct
components of breast cancer that would be useful to consider?

Principal Investigator Title RFA or PA Project ID
Akhmedkhanov, Arslan A Pregnancy Hormonal Profile/Biomarker Breast Cancer Risk PAR00-025 CA095923
Anderson, Carl W Genetic Variation in Human NHEJ DNA Repair Genes CA089199
Anderson, Steven M Induction of Mammary Cancer by Signaling Molecules CA085736
Andrulis, Irene L. Ontario Family Registry for Studiy of Breast Cancer Risk CA95-003 CA069467
Baird, William M Modifiers of Carcinogenesis--Environmental PAH Mixtures CA028825

Appendix B: NCI-Supported Research Projects Relevant to Breast Cancer B-43


http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56343
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59815
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-97-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64951
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65155
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56275
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54634
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54802
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62945
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62884
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62884
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58480
http://grants2.nih.gov/grants/guide/pa-files/PAR-98-092.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54493
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62761
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62761
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59537
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57810
http://grants2.nih.gov/grants/guide/pa-files/PA-98-078.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57794
http://grants2.nih.gov/grants/guide/pa-files/PA-93-083.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53533
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62853
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57456
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62731
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62731
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57663
http://grants2.nih.gov/grants/guide/pa-files/PAS-02-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62744
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62756
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53163
http://grants.nih.gov/grants/guide/pa-files/PAR-00-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58017
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55071
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58804
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55986
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Principal Investigator Title RFA or PA Project ID
Baumgartner, Kathy B The 4 Corners Breast and Endometrial Cancer Study CA078762
Blask, David E Light During Darkness and Breast Cancer Progression CA085408
Blask, David E Phytomelatonin and Cancer Prevention CA076197
Blot, William J. Southern Community Cohort Study CA092447
Bolton, Judy L. Biotransformation of Estrogens to Carcinogenic Quinoids CA073638
Brinton, Louise Study of Breast, Ovarian and Endometrial Cancer in Polish Women CP010126-

Sub-01033
Brinton, Louise Female Cancers and Medical Conditions Record Linkage Project CP010126-
Sub-01065
Brinton, Louise Women’s Interview Study of Health: A Case-control Study of Breast Cancer CP010126-
with an Emphasis on Women Under the Age of 45 Sub-03170

Britton, Julie A Energy Balance and Breast Cancer in Arican Americans CA093447
Brown, Erika Mechanistic Studies of BRCA2-RAD51-mediated DNA Repair CA096944
Buys, Saundra S Cooperative Family Registry for Breast Cancer Studies CA95-003 CA069446
Carney, Patricia A Hormone Replacement Therapy and Breast Cancer CA080888
Chen, Chu Breast Cancer and Gene Polymorphisms in Chinese Women CA084141
Colditz, Graham A Benign Breast Disease and Risk of Breast Cancer PA92-27 CA046475
Cole, Michael D Myc-dependent Pathways in Apoptosis and Lymphomagenesis CA080320
Daling, Janet R HRT Use and Risk of Lobular and Ductal Breast Cancer CA085913
Daly, Mary B Cooperative Family Registry for Breast Cancer Study CA95-003 CA069631
Davis, Scott Night Shift Workers and Hormone Levels in Women CA097090
Demichele, Angela Age, Cell Cycle Markers and Breast Cancer Outcomes CA081009
Dupont, William D Epidemiology of Molecular Risk Factors for Breast Cancer CA050468
El-Bayoumy, Karam E. Nitroaromatics and Breast Cancer CA035519
Flowers, Lisa C Genomic and Proteomic Study of Cancer Disparities in Ethnic Populations CA02-006 CA091393
Folsom, Aaron R Epidemiology of Cancer in a Cohort of Older Women PA98-028 CA039742
Frost, Andra R Prevention of Breast Cancer by Targeting Myofibroblasts PAR02-176 CA105950
Garcia-Closas, Montserrat Interactive Effects of Genetic Susceptibility and Environmental Factors on CP010126-
Breast Cancer Risk Sub-01047

Giuliano, Anna R. Four-Corners Breast and Endometrial Cancer Study CA078802
Gridley, Gloria Denmark and Sweden Linked Registries on Hospital Discharges and CP010183-
Subsequent Cancers Sub-00560

Gulley, Margaret L Development of Assays to Detect EBV in Breast Cancers PA01-021 CA101500
Habel, Laurel A Mammographic Density in a Multi-Ethnic Cohort CA089552
Haber, Daniel A. Functional Characterization of BRCA1 CA084066
Henderson, Brian E Genetic Susceptibility to Cancer in Multiethnic Cohorts CA063464
Hershman, Dawn Osteoporosis Prevention in Early Stage Breast Cancer CA095597
Hopper, John L The Australian Breast Cancer Family Registry CA95-003 CA069638
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59191
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56274
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57928
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58543
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57600
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62984
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62834
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=63007
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=63007
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59392
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=49242
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56968
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53257
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57730
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55153
http://grants2.nih.gov/grants/guide/historical/1992_01_10_Vol_21_No_01.pdf
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53690
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57263
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58913
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58751
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57778
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57666
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54164
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55862
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56050
http://grants2.nih.gov/grants/guide/pa-files/PA-98-028.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59593
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62863
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62863
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57855
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62810
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=62810
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56833
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56691
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57916
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53918
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57963
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53097
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
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Principal Investigator Title RFA or PA Project ID
Hu, Jennifer J Molecular Epidemiology and Prevention of Breast Cancer CA073629
Hunter, David J Cohort Study of Genetic Susceptibility to Breast Cancer PA93-083 CA065725
Jorgensen, Timothy J DNA Repair Gene Polymorphisms and Breast Cancer Risk CA097817
Jove, Richard Molecular Signatures of STAT Requlated Genes in Cancer CA055652
Kimbro, Kevin S Genomic and Proteomic Study of Cancer Disparities in Ethnic Populations CA02-006 CA091366
Lee, Mong-Hong Regulation of Cyclin-Dependent Kinase Inhibitor p27 CA089266
Lee, Wen-Hwa BRCA1 and Transcriptional Control in DNA Damage Response CA094170
Lee, Wen-Hwa DNA Repair and Tumor Suppressor Genes CA081020
Levine, Beth C Analysis of Beclin 1 in Autophagy and Tumor Suppression CA084254
Li, Christopher c-erbB-2 and Risk of Contralateral Breast Cancer CA101970
Li, Sara A Genomic Instability in Estrogen-induced Breast Cancer CA087591
Loeb, Lawrence A Oxygen Induced DNA Damage. Mutations and Cancer CA080993
Maskarinec, Gertraud Breast Density, IGF-I,. & Prolactin, in Four Populations PAR03-010 CA105948
Mihich, Enrico Chemoimmunoprevention of Prostate and Breast Cancer PAR02-176 CA102843
Miskimins, W Keith Translational Control of p27 in Breast Cancer Cells CA084325
Miyamoto, Shigeki Mechanism of Constitutive NF-kappa B Activity CA081065
Mor, Gil G Eas/FasL System in Normal Mammary Gland Development PA99-162 CA092435
Mueller, Beth A Smoking During Pregnancy and Breast Cancer PA01-021 CA096434
Mundy, Gregory R Tumors Effects on the Skeleton CA040035
Nathanson, Katherine L Identifying Modifying Genes in BRCA1 Mutation Carriers CA084030
Perez, Aymee Regulation of SMC/rMUC4 Transcription by Cell Signaling CA084178
Perou, Charles M Molecular Characterization of Breast Basal-Like Tumors CA03-005 CA101227
Rauscher, Frank J Role of the BRCA1 Associated Protein BAP1 in DNA Repair CA092088
Ross, Ronald K latrongenic Causes of Cancer CA017054
Ross, Susan R Characterization of the MMTV Receptor CA073746
Rossing, Mary A Use of Antidepressants and Risk of Breast Cancer PA01-021 CA094745
Russo, Jose Genomic Basis of Reproductive History on Breast Cancer CA093599
Samet, Jonathan M. Risk Factors for Breast Cancer in Orange County, Florida PA01-021 CA094776
Sartor, Carolyn L Role of HER4 as Differentiation Factor in Breast Cancer CA083753
Schairer, Catherine Inflammatory Breast Cancer Pilot Study CP010182-

Sub-00314

Scully, Ralph Analysis of BRCA1 Recombination Functions CA095175

Senie, Ruby T Metropolitan New York Registry of Breast Cancer Families CA95-003 CA069398

Shore, Roy E Repair & Prevention of DNA Damage & Breast Cancer Risk CA091892

Singh, Sonia Minority Predoctoral Fellowship Program CA092816
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59095
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55155
http://grants2.nih.gov/grants/guide/pa-files/PA-93-083.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59710
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55892
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55771
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54922
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56238
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56235
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57008
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56978
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53596
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59472
http://grants.nih.gov/grants/guide/pa-files/PAR-03-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53508
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55793
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56036
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54283
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58056
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56684
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=50067
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46369
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56872
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53186
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54521
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58081
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55511
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
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http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-95-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53191
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=50032
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Principal Investigator Title RFA or PA Project ID
Steeg, Patricia S. Molecular Alterations in Premalignant and In Situ Breast Lesions SC009377
Strange, Robert Akt 1 and Mammary Cell Survival During the Estrus Cycle CA085669
Strickler, Howard D Insulin and IGF in Female Colon, Breast, Uterine Cancer CA093881
Talmage, David A. Mechanism of Anti-oncogenic Action of Retinoids CAQ079737
Ullrich, Robert L Carcinogenic Interactions of Radiation and Chemicals CA043322
Van Breemen, Richard B. CORE Mass Spectrometry Resource for Cancer Research PAR98-092 CA083124
Welsh, Catherine F RHO GTPase and Cell Cycle Regulation in Breast Cancer CA087668
West, Dee W. Northern California Cooperative Family Registry CA95-003 CA069417
Yang, Jing Molecular Mechanisms of Breast Tumor Metastasis CA101507
Yang, Xiaohong (Rose) Analysis of Risk Factors for Breast Cancers Classified According to CP005803-
Expression of Hormonal Markers Sub-10015
Zhang, Shumin Diet, Hormone Replacement Therapy and Breast Cancer CA096619
Zheng, Wei Molecular Epidemiologic Study of Breast Cancer CA090899

Table B-12

NCI Projects Supported in 2003 Addressing the PRG Priority: What types of studies should be pursued
to advance our understanding of the role of dietary factors in breast carcinogenesis?

Principal Investigator Title RFA or PA Project ID
Auborn, Karen J Phytochemicals and Estrogen-enhanced Cancers CA96-002 CA073385
Bjeldanes, Leonard F Regulation of Tumor Angiogenesis by Dietary Indoles PA93-083 CA069056
Blask, David E Phytomelatonin and Cancer Prevention CA076197
Brinton, Louise Study of Breast, Ovarian and Endometrial Cancer in Polish Women CP010126-

Sub-01033

Britton, Julie A Energy Balance and Breast Cancer in Arican Americans CA093447
Carroll, Raymond J. Measurement Error, Nutrition and Breast/Colon Cancer CA057030
Colditz, Graham A Benign Breast Disease and Risk of Breast Cancer PA92-27 CA046475
Colditz, Graham A Dietary and Hormonal Determinants of Cancer in Women CA087969
Dewille, James W C/EBP Delta Controls Mammary Epithelial Cell G Growth Arrest CA057607
Dillon, Deborah Nutrients Effect on Genotype in Breast Cancer CAQ079774
Felton, James S Carcinogenic Significance of Heterocyclic Amines CA055861
Forman, Michele Maternal Cohort Study of the Nurses’ Health Studies SC010362
Fraser, Gary E. Cancer Epidemiology in Adventists--A Low Risk Group CA094594
Freudenheim, Jo L Methylation and Oxidation in Breast Cancer Epidemiology CA092040
Gail, Mitchell Epidemiologic Field Studies CP010182
Garcia-Closas, Montserrat Interactive Effects of Genetic Susceptibility and Environmental Factors on CP010126-
Breast Cancer Risk Sub-01047
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Principal Investigator Title RFA or PA Project ID
Gould, Michael N Modulation of Carcinogenesis by Monoterpenoids CA83-13 CA038128
Hankinson, Susan E Biochemical Markers in the Nurses’ Health Study Cohort PA93-83 CA049449
Hein, David W Pharmacogenetics of Drug and Carcinogen Metabolism PA95-084 CA034627
Helferich, William G Dietary Isoflavones. Tamoxifen, and Tumor Growth CA077355
Hilakivi-Clarke, Leena Timing of Dietary Exposure and Breast Cancer Risk CA03-001 CA100970
Hilakivi-Clarke, Leena A Pregnancy Estrogens, Diet, and Breast Cancer Risk CA089950
Hu, Frank B Dietary Patterns, Diet Quality, and Cancer Risk CA095589
Hursting, Stephen D. Effect of Obesity on Mammary Tumorigenesis and Metastasis RC010535
Hursting, Stephen D. Diet-Gene and Exercise-Gene Interactions in Mammary Carcinogenesis RC010531
Hursting, Stephen D. Mechanisms Underlying the Anti-Cancer Effects of Calorie Restriction and RC010536

Exercise
Ip, Clement Mammary Cancer Prevention by Conjugated Linoleic Acid CA93-04 CA061763
Ip, Clement C Cancer Prevention by Selenium-enriched Allium Vegetables CA027706
Johnson, Peter F. Role of C/EBP Transcription Factors in Regulating Cell Growth and BC010328

Tumorigenesis
Kline, Kimberly Human Breast Cancer Cell Growth Inhibition by Vitamin E PA93-112 CA059739
Kolonel, Laurence N Epidemiologic Studies of Diet and Cancer in Hawaii CA033619
Kolonel, Laurence N Multiethnic Cohort Study of Diet and Cancer PAS02-009 CA054281
Lampe, Johanna W Hormone Status Postmenopause: Colonic Bacterial Effects PAR00-025 CA097475
Lampe, Johanna W Breast and Bone Density: Impact of Colonic Environment CA097366
Lin, Young C Exposure to Beef Growth Promoter in Breast Cancer CA01-018 CA094718
Maskarinec, Gertraud Soy Effects on Estrogens and Mammographic Densities CA080843
McCann, Susan E Phytoestrogens and Breast Cancer Risk CA089123
Mehta, Rajendra G Vitamin D5 in Prevention of Mammary Carcinogenesis CA082316
Nixon, Daniel W Low Fat Diet and Breast Cancer Recurrence--Outcome Trial CA045504
Pathak, Dorothy R Breast Cancer Gene-Diet Interactions in Polish Women PA01-021 CA092838
Pathak, Dorothy R Breast Cancer Gene-Diet Interaction US Polish Migrants PA01-021 CA096436
Peeters, Petra H Variations in Plasma Phytoestrogen Levels in Europe PA01-021 CA099846
Pezzuto, John M Natural Inhibitors of Carcinogenesis CA048112
Pierce, John P RCT of Plant-Based Diet in Breast Cancer Recurrence CA069375
Posner, Gary H Chemoprevention/Therapy Using Non-calcemic Vitamin D CA093547
Ramirez-Marrero, Farah A University of Puerto Rico-Roswell Park Cancer Partnership CA03-009 CA096257
Risendal, Betsy C Quality of Life, Ethnicity, and Breast Cancer Survivors PAR02-037 CA099830
Rock, Cheryl L Hormones During Weight Loss in Breast Cancer Survivors PAR02-037 CA101489
Rohan, Thomas E Eat Reduction. Hormone Replacement Therapy Use, and Benign Breast CAQ077290

Disease Risk
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Principal Investigator Title RFA or PA Project ID
Schairer, Catherine Breast Cancer Detection Demonstration Project Followup Study - | CP010182-
Sub-01030
Schatzkin, Arthur Glycemic Index Coding CP010127-
Sub-10021
Sellers, Thomas A Epidemiologic and Genetic Studies of Breast Cancer CA082267
Shore, Roy E Estrogen Metabolites, Related Genes and Breast Cancer PAS02-009 CA098661
Sinha, Rashmi Genetic, Dietary and Hormonal Risk Factors in Breast & Prostate Cancer CP010127-
Sub-03060
Sinha, Rashmi India Diet and Cancer Study CP010127-
Sub-03082
Sinha, Rashmi Relationship of Biomarkers to Consumption of Pyrolysis Products in Cooked CP010127-
Meats Sub-03160
Snyderwine, Elizabeth G. Mechanisms of Mammary Gland Carcinogenesis of Heterocyclicamines BC010037
Snyderwine, Elizabeth G. Acquisition of Genomic Alterations During Mammary Gland Cancer Induction BC005748
in Rats by Food-Derived Heterocyclic Amines
Snyderwine, Elizabeth G. In Vivo Mutagenicity and Carcinogenicity of Heterocyclic Amines in Transgenic BC005789
Rodent Models
Spiegel, Sarah Sphingosine Kinase and Cancer CA93-04 CA061774
Steck-Scott, Susan Gene-Nutrient Interactions and Breast Cancer CA102640
Taylor, Philip R. Human Studies of Diet and Nutrition CNO000101
Thomson, Cynthia A Isothiocyanates, Limonene, and Breast Cancer Prevention CA093658
Tseng, Marilyn Dietary Soy/Isoflavones and Urinary Estrogen Metabolites PA01-021 CA096414
Velie, Ellen Energy Balance and Breast Cancer in Black & White Women CA094984
Welsh, Joellen E Vitamin D-mediated Apoptosis in Mammary Cells CA069700
Welsh, Joellen E Bio-activation of Vitamin D in the Mammary Gland PAR02-176 CA103018
White, Emily Cohort Study of Dietary Supplements and Cancer Risk CA074846
Yee, Lisa D Eatty Acids and Ppars in Breast Cancer Prevention CA086020
Yeh, Grace Chao The Effect of Phytochemicals on Biochemical Mechanisms Relevant to BC000155
Carcinogenesis
Zhang, Shumin Diet, Hormone Replacement Therapy and Breast Cancer CA096619
Zheng, Wei Cancer Risk Reduction and Diet: A Cohort Study of Women PAS02-009 CA070867
Zhu,Bao T Selective Induction of Estrogen Conjugative Metabolism CA092391
Ziegler, Regina Nutrition, Metabolism, and Cancer CP010169
Ziegler, Regina Breast Cancer in Asian-American Women CP010169-
Sub-03030
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Table B-13
Additional Breast Cancer Etiology Projects
Principal Investigator Title RFA or PA Project ID
Anton-Culver, Hoda A. NCI Cancer Genetics Network Informatics Center at UCI CA97-019 CA078285
Anton-Culver, Hoda A. NCI Cooperative Family Registry for Breast and Colon Cancer Studies CA97-022 CA078296
Informatics Center at UCI
Barcellos-Hoff, Mary-Helen H Gordon Research Conference on Mammary Gland Biology CA090303
Brent, Gregory A. Regulation of the Sodium/lodide Symporter in Breast CA089364
Carlin, Bradley P Statistical Methods in Cancer Control and Epidemiology CA095955
Clevenger, Charles V. Multimeric Signaling Complexes in Prolactin Receptor Transduction CA092265
Coltman, Charles A Breast Cancer Symposium CA083702
Dewhirst, Mark W. Heat and Radiation Effects on Tumor Microcirulation CA040355
Finkelstein, Dianne M Coordinating Center for the Cancer Genetics Network CA97-019 CAQ078284
Gabrilovich, Dmitry | Correction of Dendritic Cells Defects in Cancer CA084488
Glass, Andrew G Cooperative Breast Cancer Tissue Resource CA03-503 CA062938
Kiyokawa, Hiroaki Role of G Cyclin-dependent Kinases in Immortalization and Oncogenesis CA100204
Kosorok, Michael R Semiparametric and Empirical Process Methods in Oncology CA075142
Milikowski, Clara Cooperative Breast Cancer Tissue Resource (CBCTR) CA03-503 CA062772
Moskaluk, Christopher A Tissue Procurement and Processing for Molecular Analysis CA01-009 CA091654
Nadkarni, Prakash M. Delivery of the Cancer Genetics NetworklInformation Resource Database CA97-019 CA078266
Ostrander, Elaine Genetics of Cancer Susceptibility--A Multisystem Approach CA090754
Rosenberg, Carol L Genetic Abnormalities Early on the Path of Breast Cancer CA081078
Russo, Jose Fox Chase Cancer Center Breast Cancer Tissue Resources CA03-503 CA062779
Semenza, Jan C Trichloroethylene Exposure Assessment PA01-021 CA094685
Stovall, Marilyn Radiation Dosimetry for Epidemiologic Studies CP091024
Umbricht, Christopher B Eixation of Breast and Prostate Cancer Tissue PAR00-079 CA091238
Yu, Mimi C Singapore Cohort Study of Diet and Cancer CA080205
Zehnbauer, Barbara A St. Louis Breast Cancer Tissue Reqistry CA03-503 CA062773
Zheng, Wei Shanghai Breast Cancer Study CA064277
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Table B-14

NCI Projects Supported in 2003 Addressing the PRG Priority: Better models of precancerous biology
are urgently needed. These include animal and xenograft models, human precancerous cell lines, and
in vivo human precancerous models for long-term study.

Principal Investigator Title RFA or PA Project ID
Agnew, Brian J Proteomic Analyses of Breast Cancer Refractoriness PARO01-107 CA099103
Anderson, Steven M Induction of Mammary Cancer by Signaling Molecules CA085736
Auborn, Karen J Phytochemicals and Estrogen-enhanced Cancers CA96-002 CA073385
Badawi, Alaa F Prevention of Breast Cancer-Targeting Cox-2 & PPAR-gamma PAR00-025 CA097473
Bell, Stanley C Pre-clinical Developmemt of a Novel Cox-2 Inhibitor CA101346
Brown, Powel H Prevention of Breast Cancer Using Selective Retinoids CA078480
Buring, Julie E. Trial of Aspirin and Vitamin E in Women CA047988
Callahan, Robert Mammary Tumorigenesis in Inbred and Feral Mice BC005148
Chen, Wen'Y Human Prolactin Antagonist as a Chemopreventive Agent PAR02-176 CA105479
Chodosh, Lewis A. Temporal Analysis of Mammary Carcinogenesis PAR99-102 CA094393
Christov, Konstantin T p27KIPL Deficiency, Potential Promoter of Carcinogenesis PAR00-025 CA095712
Curley, Robert W Analog Studies of 4-HPR and its Glucuronide PA93-112 CA049837
Cuttitta, Frank Growth of Human Tumor Cell Lines in Protein-free/Hormone-free Media SC000192
Danforth, David N. Characterization and Regulation of High-risk and Malignant Breast Epithelium SC006663
Disis, Mary L. Multi-antigen Vaccines for Breast Cancer CA03-005 CA101190
Frost, Andra R Role of Fibroblasts and IGF-Il in Breast Carcinogenesis PAR00-025 CAQ097472
Gendler, Sandra J Functional Study of a Carcinoma Associated Mucin, MUC1 CA064389
Gonzalez, Frank J. Xenobiotic-Metabolizing Enzymes BC005562
Gould, Michael Chemoprevention Study of the Use of Hormonally-dependent and Hormonally- CNO015124
independent Rat Mammary Tumors

Green, Jeffrey E. Transgenic Models for Prostate and Breast Cancers BC005740

Greene, Geoffrey L Development and Characterization of Novel SERMs CA089489

Grubbs, Clinton In-Vivo Chemoprevention Study of Testing Various Chemopreventive Agents CN025003
for Preventive Effects in the MNU-induced Rat

Grubbs, Clinton Modulation of Mouse Mammary Gland-directed Expression of Peroxisome CN025101
Proliferation

Grubbs, Clinton In-Vivo Chemoprevention - Screening for Chemoprevention for Breast Cancer CNO025105
Using a Transgenic Mouse with Mutations

Grubbs, Clinton Use of Survivin in Preclinical Studies: Characterization of Survivin in Various CNO035006
Animal Models

Gunther, Edward J BRCA 1 Function Using an Inducible Transgene CA079682

Gupta, Ramesh C Role of Antioxidants in Breast Cancer Prevention PAR00-025 CA092758

Hahn, William C New Models of Human Cancer CA094223
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Principal Investigator Title RFA or PA Project ID
Halperin, Jose A Inhibition of Translation Initiation in Cancer Therapy CA078411
Hunter, Kent W. Genetic Modifiers of Intitiation and Progression of Mammary Cancer CP010146
Ip, Clement Mammary Cancer Prevention by Conjugated Linoleic Acid CA93-04 CA061763
Ip, Clement C Cancer Prevention by Selenium-enriched Allium Vegetables CA027706
Ip, Clement C Molecular Biomarkers of Selenium Chemoprevention CA091990
Jensen, Roy A. MMTV-BRCA1 Models CA080067
Kennedy, Ann Human Cell-based Systems for Screening of Chemopreventive Agents In Vitro CN025107
Kline, Kimberly Human Breast Cancer Cell Growth Inhibition by Vitamin E PA93-112 CA059739
Konstantin, Christov Preclinical Evaluations of Intermediate Endpoints and Their Modulation of CNO015112

Chemoprevention
Lanza-Jacoby, Susan Cyclooxygenase-2 Inhibition, Angiogenesis, and Breast Cancer PAR00-025 CA089784
Lee, EvaY Mouse Cancer Models by Regulated Inactivation of Tumor Suppressors CA98-013 CA084241
McCormick, David Efficacy Studies of Chemopreventive Agents in Animal Models CN025113
Medina, Daniel M. Mouse Models of Human Breast Cancer CA98-013 CA084243
Merajver, Sofia D Prevention of Mammary Cancer in HER2/neu Transgenic Mice CA077612
Mihich, Enrico Chemoimmunoprevention of Prostate and Breast Cancer PAR02-176 CA102843
Miller, Fred R MCF10DCIS.COM as a Preclinical Chemopreventive Screen PAR00-025 CA094333
Norton, Larry Program Project in Models of Breast Cancer CA094060
Pezzuto, John Screening Various Chemopreventive Agents of MNU-induced of Rat Mammary CNO015017
Tumors
Posner, Gary H Chemoprevention/Therapy Using Non-calcemic Vitamin D CA093547
Sharan, Shyam K. Eunctional Analysis of Breast Cancer Susceptibility Genes in Mice BC010387
Sharma, Sheela In Vitro Screening of Chemopreventive Agents that Inhibit Induction of CN025109
Angiogenesis by Mammalian Tumor Cells
Shull, James D Genetic Susceptibility of Estrogen Induced Mammary Cancer PA99-162 CA077876
Smith, Gilbert Howlett Biology of Mammary Gland Development and Tumorigenesis BC010021
Steeg, Patricia S. Molecular Alterations in Premalignant and In Situ Breast Lesions SC009377
Sterneck, G. Esta Cell Growth Control In Vivo by C/EBPbeta and C/EBPdelta BC010307
Suh, Nanjoo Mechanism-based Chemoprevention of Cancer CA099990
Swanson, Steven M Role of Growth Hormone in Breast Cancer CA099904
Telang, Nitin Preclinical Evaluation of Intermediate Endpoints and their Modulation by CN025018
Chemoprevention Agents
Thorgeirsson, Unnur P. Biological Effects of Tissue Inhibitor of Metalloproteinases-1 (TIMP-1) BC005744
Wakefield, Lalage M. Epithelial Homeostasis and Tumorigenesis in TGFbeta-compromised Mouse BC005785
Models
Welsh, Joellen E Vitamin D-mediated Apoptosis in Mammary Cells CA069700
You, Ming Preclinical Evaluation of Intermediate Endpoints and their Modulation by CN025123
Chemopreventive Agents
Zhu, Yijun Coactivators in Breast Development and Tumorigenesis PA99-162 CA088898
Appendix B: NCI-Supported Research Projects Relevant to Breast Cancer B-51


http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54621
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65095
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59418
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-93-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53873
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53216
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57163
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64499
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54632
http://grants2.nih.gov/grants/guide/pa-files/PA-93-112.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64474
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64474
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53448
http://grants.nih.gov/grants/guide/pa-files/PAR-00-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54676
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-98-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64504
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54013
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-98-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59776
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53508
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57203
http://grants.nih.gov/grants/guide/pa-files/PAR-00-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58603
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64471
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64471
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54815
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65129
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64500
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64500
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55294
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65032
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65027
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65085
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58004
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64492
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64492
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64844
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64816
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64816
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56095
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64514
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64514
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55466
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html

October 2004 Report of the Breast Cancer Progress Review Group

Table B-15

NCI Projects Supported in 2003 Addressing the PRG Priority: Delineate the key surrogate endpoint
biomarkers (SEBs) for breast cancer development.

Principal Investigator Title RFA or PA Project ID
Albertson, Donna Genomic Analysis of Estrogen Receptor-negative Breast Cancer CA03-005 CA101359
Ambs, Stefan The Molecular Profile of Inflammatory Breast Cancer RC010500
Appella, Ettore Tumor Suppressor Protein, p53 BC005599
Arun, Banu K Biomarker Modulation/Cox-2 Inhibitor/Breast Cancer PAR00-025 CA097557
Baird, William M Modifiers of Carcinogenesis--Environmental PAH Mixtures CA028825
Berg, Patricia E A Novel HOX Gene Target in Breast Cancer PARO01-045 CA091149
Brown, Powel H Prevention of ER-negative Breast Cancer CA03-005 CA101211
Brown, Powel H Chemoprevention of Breast and Ovarian Cancer CA98-012 CA086809
Buolamwini, John K Nucleoside Transporters as Chemoprevention Targets CA101856
Camphausen, Kevin A. Molecular Profiling of Patients Undergoing Radiotherapy SC010372
Cuttitta, Frank Growth of Human Tumor Cell Lines in Protein-free/Hormone-free Media SC000192
Darzynkiewicz, Zbigniew Probes for Cytometry CA028704
Disis, Mary L. Multi-antigen Vaccines for Breast Cancer CA03-005 CA101190
Fabian, Carol A Study to Identify Biomarker Modulation by Cyclooxygenase-2 (COX-2) CNO015135

Inhibitors in Breast Tissue of Premenopausal Women
Fabian, Carol J Chemoprevention for Women at High Risk of Breast Cancer CA97-014 CA077165
Gazdar, Adi F Markers for Risk Assessment/Early Detection of Lung and CA98-028 CA084971
Gould, Michael N Secreted Proteins as Breast Cancer Prevention Markers CA03-005 CA101201
Heffelfinger, Sue C Mammary Tumor Chemoprevention by Angiogenic Inhibitors PAR98-096 CA082996
Ip, Clement Mammary Cancer Prevention by Conjugated Linoleic Acid CA93-04 CA061763
Ip, Clement C Molecular Biomarkers of Selenium Chemoprevention CA091990
Kleer, Celina G Role of LIBC in Inflammatory Breast Cancer Phenotype CA090876
Kohn, Elise C. Signal Transduction Therapy--Basic Science SC009163
Konstantin, Christov Preclinical Evaluations of Intermediate Endpoints and Their Modulation of CNO015112

Chemoprevention
Kumar, Rakesh F Targeting Urokinase Pathway for Breast Cancer Therapy CA088923
Li, Sara A Genomic Instability in Estrogen-induced Breast Cancer CA087591
Meric, Funda Role of Nuclear Tyrosine Rak in Breast Cancer CA091834
Miksicek, Richard J Characterization of a Novel Breast-Specific Mucin Gene PA01-010 CA094943
Miller, Fred R MCF10DCIS.COM as a Preclinical Chemopreventive Screen PAR00-025 CA094333
Milligan, Jamie R Biologically Significant Damage in DNA CA046295
Mincey, Betty A Mammographic Density as a Predictor of Breast Cancer CA094974
Modugno, Francesmary Serum Markers of Breast /Ovarian Cancer Risk PA01-015 CA095113
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Principal Investigator Title RFA or PA Project ID
Perou, Charles M Molecular Characterization of Breast Basal-Like Tumors CA03-005 CA101227
Porter, Peggy L Molecular Alterations in Lobular/Ductal Breast Cancer CA095717
Rohan, Thomas E p53 in Benign Breast Disease and Breast Cancer Risk: A Multicenter Cohort PA01-015 CA095661
Singh, Sonia Minority Predoctoral Fellowship Program CA092816
Sporn, Michael B Chemoprevention of ER-negative Breast Cancer CA03-005 CA101207
Telang, Nitin Preclinical Evaluation of Intermediate Endpoints and their Modulation by CN025018
Chemoprevention Agents
Trock, Bruce J. Detecting Breast Cancer Protein Signatures in Body Fluid CA98-028 CA085082
Wang, Zhao-Yi Rb Associated Protein 46 and Breast Cancer Progression CA084328
Weber, Barbara L Biological Markers of Breast Cancer & Tamoxifen Response CA082707
Westerlind, Kim C Exercise and the Prevention of Breast Cancer CA079554
You, Ming Preclinical Evaluation of Intermediate Endpoints and their Modulation by CN025123
Chemopreventive Agents

Table B-16

NCI Projects Supported in 2003 Addressing the PRG Priority: Determine the degree to which preclinical
prevention trials are indicative of outcomes in humans.

Principal Investigator Title RFA or PA Project ID
Albertson, Donna Genomic Analysis of Estrogen Receptor-negative Breast Cancer CA03-005 CA101359
Andersen, Thomas T Synthetic Peptides From AFP Prevent Breast Cancer CA102540
Bell, Stanley C Pre-clinical Developmemt of a Novel Cox-2 Inhibitor CA101346
Brown, Powel H Prevention of ER-negative Breast Cancer CA03-005 CA101211
Brown, Powel H Prevention of Breast Cancer Using Selective Retinoids CA078480
Chen, Wen Y Human Prolactin Antagonist as a Chemopreventive Agent PAR02-176 CA105479
Disis, Mary L. Multi-antigen Vaccines for Breast Cancer CA03-005 CA101190
Gould, Michael N Secreted Proteins as Breast Cancer Prevention Markers CA03-005 CA101201
Gould, Michael N Modulation of Carcinogenesis by Monoterpenoids CA83-13 CA038128
Heffelfinger, Sue C Mammary Tumor Chemoprevention by Angiogenic Inhibitors PAR98-096 CA082996
Howe, Louise R Combination Chemoprevention of ER-negative Breast Cancer PAR02-176 CA105458
Ip, Clement C Molecular Biomarkers of Selenium Chemoprevention CA091990
Ip, Clement C Cancer Prevention by Selenium-enriched Allium Vegetables CA027706
Miller, Fred R MCE10DCIS.COM as a Preclinical Chemopreventive Screen PAR00-025 CA094333
Sporn, Michael B Chemoprevention of ER-negative Breast Cancer CA03-005 CA101207
Van Breemen, Richard B. CORE Mass Spectrometry Resource for Cancer Research PAR98-092 CA083124
Yee, Lisa D Eatty Acids and Ppars in Breast Cancer Prevention CA086020
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Table B-17

NCI Projects Supported in 2003 Addressing the PRG Priority: Increase the number of new agents and
strategies evaluated by increasing the number of Phase Il pivotal trials with biomarker modulation as

the measure of efficacy.

Principal Investigator Title RFA or PA Project ID
Adams-Campbell, Lucile L D.C. United Minority-based CCOP CA01-005 CA091105
Ansari, Rafat H Northern Indiana Cancer Research Consortium CCOP CA03-011 CA086726
Arun, Banu K Biomarker Modulation/Cox-2 Inhibitor/Breast Cancer PAR00-025 CA097557
Atkins, James N Southeast Cancer Control Consortium, Inc CA99-006 CA045808
Auborn, Karen J Phytochemicals and Estrogen-enhanced Cancers CA96-002 CA073385
Baez, Luis San Juan Minority-Based Community Clinical Oncology Program CA03-012 CA052667
Banerjee, Tarit K Marshfield Community Clinical Oncology Program CA03-011 CA035412
Bearden, James D Upstate Carolina Community Clinical Oncology Program CA01-004 CA035119
Bernath, Albert M Geisinger Clinical Oncology Program CA03-011 CA035448
Brown, Powel H Chemoprevention of Breast and Ovarian Cancer CA98-012 CA086809
Chodosh, Lewis A. Mechanisms of Progression in c-Myc-induced Breast Cancer CA093719
Cobb, Patrick W Montana Cancer Consortium CA03-011 CA067575
Colman, Lauren K. Northwest Community Clinical Oncology Program CA03-011 CA035281
Comis, Robert L ECOG CCOP Research Base CA99-006 CA037403
Conrad, Marcel E Minority-Based Community Clinical Oncology Program CA99-009 CA052654
Dakhil, Shaker R Community Clinical Oncology Program CA99-006 CA035431
Dalton, Robert J Duluth Community Clincial Oncology Program CA99-006 CA035269
Decker, David A Beaumont Community Clinical Oncology Program CA02-003 CA095860
Dodd, Marylin J Exercise--An Intervention for Fatigue in Cancer Patients CA083316
Ellerton, John A Southern Nevada Cancer Research Foundation--CCOP CA02-003 CA035421
Fabian, Carol J Chemoprevention for Women at High Risk of Breast Cancer CA97-014 CA077165
Feusner, James H Bay Area Tumor Institute CCOP CA02-003 CA045461
Fitch, Tom R Scottsdale Community Clinical Oncology Program CA01-004 CA060276
Flynn, Patrick J Metro Minnesota Community Clinical Oncology Program CA99-006 CA035267
Giguere, Jeffrey K Greenville, South Carolina CCOP CA01-004 CA067663
Gilbert, Jill Lsuhsc Minority-Based Community Clinical Oncology CA01-005 CA063845
Gilman, Paul B Mainline Health CCOP CA02-003 CA063847
Goodwin, J. W Ozarks Regional Community Clinical Oncology Program CA98-020 CA045560
Gross, Howard M Dayton Clinical Oncology Program CA98-020 CA035090
Grubbs, Stephen Scott Christiana Care CCOP CA02-003 CA045418
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Principal Investigator Title RFA or PA Project ID
Gupta, Ramesh C Role of Antioxidants in Breast Cancer Prevention PAR00-025 CA092758
Henry, Patrick H St.Louis-Cape Girardeau CCOP CA02-003 CA035128
Issell, Brian F Hawaii Minority-Based CCOP CA99-009 CA063844
Jacobs, Andrew D Virginia Mason Community Clinical Oncology Program CA99-006 CA035192
Kardinal, Carl G Ochsner Community Clinical Oncology Program CA99-006 CA035272
Keiser, LW Santa Rosa Memorial Hospital Regional CCOP CA03-011 CA063850
King, David K Western Regional Community Clinical Oncology Program CA03-011 CA035262
Kirshner, Jeffrey J Syracuse Hematology-Oncology CCOP CA98-020 CA045389
Kuebler, J P Columbus Community Clinical Oncology Program CA99-006 CA035261
Kugler, John W lllinois Oncology Research Association CCOP CA98-020 CA035113
Lad, Thomas E Minority-Based Community Clinical Oncology Program CA03-012 CA074811
Lanier, Keith S Columbia River Oncology Program CA98-020 CA045377
Levitt, Ralph Meritcare Hospital Community Clinical Oncology Program CA98-020 CA037417
Lilenbaum, Rogerio C. Mount Sinai Community Clinical Oncology Program CA02-003 CA045564
Locker, Gershon Y Community Clinical Oncology Program CA03-011 CA035199
Lockhart, James B Oklahoma Community Clinical Oncology Program (CCOP) CA03-011 CA045459
Loprinzi, Charles L Community Clinical Oncology Program CA01-004 CA037404
Lord, Raymond S Kalamazoo Community Clinical Oncology Program CA01-004 CA035184
Mailliard, James A Missouri Valley Cancer Consortium CCOP CA02-003 CA063849
Morrow, Gary R University of Rochester-CCOP Research Base CA01-004 CA037420
Morton, Roscoe F lowa Oncology Research Association CA01-004 CA035101
Nixon, Daniel W Low Fat Diet and Breast Cancer Recurrence--Outcome Trial CA045504
Pajon, Eduardo R. CCOP--Colorado Cancer Research Program CA01-004 CA067753
Paradelo, Jorge C Kansas City Community Clinical Oncology Program CA99-006 CA035176
Roberts, John D. VCU Minority-Based CCOP CA99-009 CA052784
Rosenbluth, Richard J Northern New Jersey Community Clinical Oncology Program CA02-003 CA035096
Rowland, Kendrith Carle Cancer Center Community Clinical Oncology Program CA03-011 CA035195
Saphner, Thomas J St. Vincent Hospital Regional Cancer Center CCOP CA02-003 CA095968
Schaefer, Paul L Toledo Community Clinical Oncology Program CA99-006 CA035415
Seay, Thomas E Atlanta Regional Community Clinical Oncology Program CA98-020 CA045450
Sporn, Michael B New Triterpenoids for Chemoprevention of Cancer PAR01-046 CA078814
Stella, Philip J Ann Arbor Regional CCOP CA02-003 CA063848
Truica, Cristina | EGER Pathway Modulation in DCIS of the Breast PAQ00-047 CA101357
Tschetter, Loren K Sioux Community Cancer Consortium CA98-020 CA035103
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Vinciguerra, Vincent P North Shore Community Clinical Oncology Program CA99-006 CA035279
Wade, James L Central lllinois Community Clinical Oncology Program CA99-006 CA045807
Weber, Barbara L Biological Markers of Breast Cancer & Tamoxifen Response CA082707
Wiernik, Peter H Minority Based Community Clinical Oncology Program CA01-005 CA091151
Wiesenfeld, Martin Cedar Rapids Oncology Project CA03-011 CA052352
Willman, Cheryl L. New Mexico Minority Based Community Clinical Oncology Program CA99-009 CA086780
Wolmark, Norman Community Clinical Oncology Program CA01-004 CA037377
Wong, Lucas J Scott and White Community Clinical Oncology Program CA03-011 CA074647
Yost, Kathleen Grand Rapids Clinical Oncology Program CA99-006 CA035178
Zaren, Howard A Cook County Hospital, Department of Surgery, Minority-based CCOP CA02-004 CA095867

Table B-18

NCI Projects Supported in 2003 Addressing the PRG Priority: Increase Phase Ill accrual efficiency and
maximize scientific information gleaned (e.g., validation of SEB, conduct of behavioral and outcomes

research).

Principal Investigator Title RFA or PA Project ID
Abeloff, Martin D Howard/Hopkins Cancer Centers Partnership CA01-002 CA091409
Adams-Campbell, Lucile L D.C. United Minority-based CCOP CA01-005 CA091105
Adams-Campbell, Lucile L Howard/Hopkins Cancer Center Partnership CA01-002 CA091431
Ansari, Rafat H Northern Indiana Cancer Research Consortium CCOP CA03-011 CA086726
Atkins, James N Southeast Cancer Control Consortium, Inc CA99-006 CA045808
Baez, Luis San Juan Minority-Based Community Clinical Oncology Program CA03-012 CA052667
Banerjee, Tarit K Marshfield Community Clinical Oncology Program CA03-011 CA035412
Bearden, James D Upstate Carolina Community Clinical Oncology Program CA01-004 CA035119
Bernath, Albert M Geisinger Clinical Oncology Program CA03-011 CA035448
Bryant, John L Clinical Oncology Program Biostatistical Center CA01-004 CA069974
Chen, Moon S Asian American Network for Cancer Awareness, Research & Training CA99-003 CA086322
Cobb, Patrick W Montana Cancer Consortium CA03-011 CA067575
Colman, Lauren K. Northwest Community Clinical Oncology Program CA03-011 CA035281
Comis, Robert L ECOG CCOP Research Base CA99-006 CA037403
Conrad, Marcel E Minority-Based Community Clinical Oncology Program CA99-009 CA052654
Dakhil, Shaker R Community Clinical Oncology Program CA99-006 CA035431
Dalton, Robert J Duluth Community Clincial Oncology Program CA99-006 CA035269
Decker, David A Beaumont Community Clinical Oncology Program CA02-003 CA095860
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Dodd, Marylin J Exercise--An Intervention for Fatigue in Cancer Patients CA083316
Ellerton, John A Southern Nevada Cancer Research Foundation--CCOP CA02-003 CA035421
Engstrom, Paul F Fox Chase Cancer Center CCOP-Research Base Program CA03-011 CA101178
Feusner, James H Bay Area Tumor Institute CCOP CA02-003 CA045461
Fitch, Tom R Scottsdale Community Clinical Oncology Program CA01-004 CA060276
Flynn, Patrick J Metro Minnesota Community Clinical Oncology Program CA99-006 CA035267
Gany, Francesca Cancer Awareness Network for Immigrant Minority Population CA99-003 CA086286
Giguere, Jeffrey K Greenville, South Carolina CCOP CA01-004 CA067663
Gilbert, Jill Lsuhsc Minority-Based Community Clinical Oncology CA01-005 CA063845
Gilman, Paul B Mainline Health CCOP CA02-003 CA063847
Goodwin, J. W Ozarks Regional Community Clinical Oncology Program CA98-020 CA045560
Gross, Howard M Dayton Clinical Oncology Program CA98-020 CA035090
Grubbs, Stephen Scott Christiana Care CCOP CA02-003 CA045418
Henry, Patrick H St.Louis-Cape Girardeau CCOP CA02-003 CA035128
Henry-Tillman, Ronda Arkansas Special Populations Access Network (A-SPAN) CA99-003 CA086081
Hubbell, F A Pacific Islander Cancer Control Network CA99-003 CA086073
Issell, Brian F Hawaii Minority-Based CCOP CA99-009 CA063844
Jacobs, Andrew D Virginia Mason Community Clinical Oncology Program CA99-006 CA035192
Kardinal, Carl G Ochsner Community Clinical Oncology Program CA99-006 CA035272
Keiser, L W Santa Rosa Memorial Hospital Regional CCOP CA03-011 CA063850
King, David K Western Regional Community Clinical Oncology Program CA03-011 CA035262
Kirshner, Jeffrey J Syracuse Hematology-Oncology CCOP CA98-020 CA045389
Kuebler, J P Columbus Community Clinical Oncology Program CA99-006 CA035261
Kugler, John W lllinois Oncology Research Association CCOP CA98-020 CA035113
Lad, Thomas E Minority-Based Community Clinical Oncology Program CA03-012 CA074811
Lanier, Keith S Columbia River Oncology Program CA98-020 CA045377
Levitt, Ralph Meritcare Hospital Community Clinical Oncology Program CA98-020 CA037417
Lilenbaum, Rogerio C. Mount Sinai Community Clinical Oncology Program CA02-003 CA045564
Locker, Gershon Y Community Clinical Oncology Program CA03-011 CA035199
Lockhart, James B Oklahoma Community Clinical Oncology Program (CCOP) CA03-011 CA045459
Loprinzi, Charles L Community Clinical Oncology Program CA01-004 CA037404
Lord, Raymond S Kalamazoo Community Clinical Oncology Program CA01-004 CA035184
Mailliard, James A Missouri Valley Cancer Consortium CCOP CA02-003 CA063849
Morrow, Gary R University of Rochester-CCOP Research Base CA01-004 CA037420
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Principal Investigator Title RFA or PA Project ID
Morton, Roscoe F lowa Oncology Research Association CA01-004 CA035101
Pajon, Eduardo R. CCOP--Colorado Cancer Research Program CA01-004 CA067753
Paradelo, Jorge C Kansas City Community Clinical Oncology Program CA99-006 CA035176
Partridge, Edward E Deep South Network for Cancer Control CA99-003 CA086128
Roberts, John D. VCU Minority-Based CCOP CA99-009 CA052784
Rosenbluth, Richard J Northern New Jersey Community Clinical Oncology Program CA02-003 CA035096
Rowland, Kendrith Carle Cancer Center Community Clinical Oncology Program CA03-011 CA035195
Saphner, Thomas J St. Vincent Hospital Regional Cancer Center CCOP CA02-003 CA095968
Satcher, David National Black Leadership Initiative on Cancer |l: Cancer Control, Research CA99-003 CA086274

and Training Network
Schaefer, Paul L Toledo Community Clinical Oncology Program CA99-006 CA035415
Seay, Thomas E Atlanta Regional Community Clinical Oncology Program CA98-020 CA045450
Spink, David C Carcinogenicity of B-Ring Unsaturated Estrogens CA081243
Stella, Philip J Ann Arbor Regional CCOP CA02-003 CA063848
Tschetter, Loren K Sioux Community Cancer Consortium CA98-020 CA035103
Vinciguerra, Vincent P North Shore Community Clinical Oncology Program CA99-006 CA035279
Wade, James L Central lllinois Community Clinical Oncology Program CA99-006 CA045807
Wiernik, Peter H Minority Based Community Clinical Oncology Program CA01-005 CA091151
Wiesenfeld, Martin Cedar Rapids Oncology Project CA03-011 CA052352
Willman, Cheryl L. New Mexico Minority Based Community Clinical Oncology Program CA99-009 CA086780
Wolmark, Norman Community Clinical Oncology Program CA01-004 CA037377
Wong, Lucas J Scott and White Community Clinical Oncology Program CA03-011 CA074647
Wyatt, Stephen The Appalachia Cancer Network CA99-003 CA086096
Yost, Kathleen Grand Rapids Clinical Oncology Program CA99-006 CA035178
Zaren, Howard A Cook County Hospital, Department of Surgery, Minority-based CCOP CA02-004 CA095867

Table B-19

NCI Projects Supported in 2003 Addressing the PRG Priority: What are the essential changes in breast

cancer initiation?

Principal Investigator Title RFA or PA Project ID
Adriance, Melissa Minority Predoctoral Fellowship Program CA090205
Albertson, Donna G Amplicon Profiling by Array Comparative Genomic Hybridization PAR99-102 CA094407
Albertson, Donna G High Resolution Genomic Analysis of Amplicon Structure CA090421
Anderson, Steven M Induction of Mammary Cancer by Signaling Molecules CA085736
Appella, Ettore Tumor Suppressor Protein, p53 BC005599
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http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-020.html
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57849
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-02-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=45916
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57533
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54817
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Principal Investigator Title RFA or PA Project ID
Artavanis-Tsakonas, Spyridon Notch Signaling in Mammary Development and Tumorigenesis CA098402
Avraham, Hava K. Studies of a Novel BRCA1 Tricomplex in Breast Cancer CA096805
Baer, Richard J BRCA1 Function in Breast Cancer CA088545
Baird, William M Modifiers of Carcinogenesis--Environmental PAH Mixtures CA028825
Benjamin, Thomas L Polyoma Host Interactions Leading to Tumor Development CA090992
Birrer, Michael J. The Use of Transcriptional Factors as Targets and Agents in Carcinogenesis SC000165
Bolton, Judy L. Biotransformation of Estrogens to Carcinogenic Quinoids CA073638
Bromberg, Jacqueline F Role of STAT3 in Breast Cancer Tumorigenesis CA087637
Brose, Marcia S BRCA1 Deletion in Murine Cells and Mammary Tissue CA090431
Buolamwini, John K Nucleoside Transporters as Chemoprevention Targets CA101856
Cardiff, Robert D Biology of Neoplastic Transformation in Breast Cancer PA99-162 CA089140
Cavalieri, Ercole L Molecular Orgin of Cancer--Catechol Estrogen-3, 4-Quinones CA049210
Cavalieri, Ercole L Molecular Origin of Cancer--Catechol/Semiquinone/Quinone CA049917
Chodosh, Lewis A In Vivo Ras-induced Senescence and Tumorigenesis CA098371
Christov, Konstantin T p27KIPL Deficiency, Potential Promoter of Carcinogenesis PAR00-025 CA095712
Collins, Colin Development of End Sequence Profiling: Structural & Functional PARO01-106 CA103068

Oncogenomics
Cuttitta, Frank Growth of Human Tumor Cell Lines in Protein-free/Hormone-free Media SC000192
Dalla-Favera, Riccardo Molecular Pathogenesis of Breast Cancer CA097403
De Pinho, Ronald A Telomerase in Development, Senescence and Neoplasia CA084628
Dimri, Goberdhan P Role of Bmi-1 in Telomerase Regulation and Breast Cancer CA094150
Disis, Mary L. Multi-antigen Vaccines for Breast Cancer CA03-005 CA101190
El-Bayoumy, Karam E. Nitroaromatics and Breast Cancer CA035519
Ethier, Stephen P. Breast Cancer Oncogenes on the 8p11 Amplicon. CA100724
Farnham, Peggy J Transcriptional Regulation of Growth-related Genes CA045240
Feig, Larry A Genetic Analysis of RAS and G-protein Function CA047391
Filippova, Galina N Structure and Function of CTCF: Mouse Model Studies CA068360
Franzoso, Guido GADD45-beta in JNK Signaling, Apoptosis, and Cancer CA098583
Frost, Andra R Role of Fibroblasts and IGF-Il in Breast Carcinogenesis PAR00-025 CA097472
Gao, Qingshen Characterization of a Novel BRCA2 Binding Protein, B2BP1 CA095221
Glazer, Robert | Akt Protooncogene in Breast Cancer CA081565
Gonzalez, Frank J. Xenobiotic Receptors BC005708
Gupta, Ramesh C Role of Antioxidants in Breast Cancer Prevention PAR00-025 CA092758
Gupta, Ramesh C Breast Cancer Etiology CA090892
Hahn, William C New Models of Human Cancer CA094223
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Principal Investigator Title RFA or PA Project ID
Hankinson, Oliver Carcinogen Activation and Screening in Variant Cells CA028868
Hinds, Philip W. Proliferative Effects of CDK4 and CDK6 Dysregulation CA096527
Hsieh, Jen-Chih The Biochemical Mechanism of WNT Signaling CA095407
Hung, Mien-Chie Growth Factor Receptor Signaling in Breast Cancer CA099031
Jefcoate, Colin R Polycyclic Hydrocarbons and CYP1B1 in Breast Cancer CA087609
Johnson, Peter F. Role of C/EBP Transcription Factors in Requlating Cell Growth and BC010328

Tumorigenesis
Kitajewski, Jan K WNT and Frizzled Signaling in Mammary Oncogenesis CA075353
Kiyokawa, Hiroaki Role of G Cyclin-dependent Kinases in Immortalization and Oncogenesis CA100204
Kleinberg, David L Mammary Carcinogenesis: Growth Hormone and IGF-| PA99-162 CA064709
Krop, lan E Characterization of Hin1 Putative Tumor Suppressor CA094787
Kumar, Rakesh Role of Metastatic Tumor Antigen-1 in Mammary Gland CA098823
Landgraf, Ralf Role and Mechanism of HER2 Self-Association in Cancer CA098881
Li, Jonathan J Genomic Instability and Etiology of Estrogen Oncogenesis CA102849
Li, Rong BRCA1 Function in Gene Regulation and Tumor Suppression CA093506
Li, Sara A Genomic Instability in Estrogen-induced Breast Cancer CA087591
Lin, Shiaw-Yin CHK2--Roles in Checkpoint and Breast Tumor Suppression CA093043
Lisanti, Michael P Caveolins, Signaling and Cell Transformation CA080250
Lisanti, Michael P Cav-1 in JAK/STAT Signaling, Lactation, & Breast Cancer CA098779
Lucito, Robert D Application of Genomic Microarrays to Breast Cancer CA093634
Magnuson, Nancy S Contribution of Pim-1 Kinase to Cell Surival CA104470
Matrisian, Lynn M. The Metalloproteinase Matrilysin in Breast Cancer CA084360
McKeon, Frank D Murine p73 in Tumorigenesis CA075340
Minna, John D. Characterization of Human 3p Recessive Oncogenes CA071618
Mira-Y-Lopez, Rafael Aberrant Retinoid Signaling in Breast Cancer CA054273
Muthuswamy, Senthil K Early Events of Carcinoma Induced by ErbB Receptors CA098830
Narayan, Satya Tumor Suppressor APC and Breast Carcinogenesis CA100247
Oshima, Robert G ETS2-dependent Stromal Restriction of Breast Cancer CA098778
Oshima, Robert G ETS Transcription Factors in Development and Cancer CA074547
Ouchi, Toru Model of Tumor Suppression by BRCA1 CA090631
Pagano, Michele F Box Proteins and Deregulated Proteolysis in Cancer CA076584
Patel, Dinshaw J Molecular Events in Mammary and Testicular Tumor Carcinogenesis CA046533
Pestell, Richard G Initiation and Maintenance in Mammary Tumorigenesis CAQ75503
Pillai, Shiv S The Role of PKK in NFkappa B Activation CA102793
Reddy, Kaladhar B Mitogen Activated Protein Kinases and Breast Cancer CA083964
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Reed, Steven | Cyclin E in Growth Control and Tumorogenesis CA078343
Roberts, Anita B. Signal Transduction Pathways of Transforming Growth Factor-beta BC005051
Rohan, Thomas E p53 in Benign Breast Disease and Breast Cancer Risk: A Multicenter Cohort PA01-015 CA095661
Ruppert, J M Role of GKLF in Epithelial Dysplasia CA065686
Russo, Irma H Breast Cancer Therapy by Differentiation Gene Activation CA094098
Sartor, Carolyn L Role of HER4 as Differentiation Factor in Breast Cancer CA083753
Schlaepfer, David D Role of Focal Adhesion Kinase in Tumorigenesis CA102310
Schmidt, Emmett V Eunctions of Cyclin D1 in Breast Cancer CA069069
Scian, Mariano Role of Tumor Suppressor p53 in Breast Cancer CA097520
Shaw, Leslie M Insulin Receptor Substrate Function in Breast Cancer CA090583
Shiekhattar, Ramin Linking Breast Cancer to Chromatin Remodeling CA090758
Shull, James D Genetic Susceptibility of Estrogen Induced Mammary Cancer PA99-162 CA077876
Spink, David C Carcinogenicity of B-Ring Unsaturated Estrogens CA081243
Struewing, Jeffery X-linked Genes in Breast and Ovarian Cancer Etiology RC010471
Tekmal, Rajeshwar R INT5/Aromatase Effect of Breast Estrogen in Neoplasia CA075018
Thiagalingam, Sam The Role of hBUB1-p53 Pathway in Genomic Stability. CA101773
Thorgeirsson, Unnur P. Biology of Vascular Endothelial Growth Factors in the Mammary Gland BC005742
Tlsty, Thea D Regqulation of Genomic Instability in Early Breast Cancer CA097214
Ullrich, Robert L Carcinogenic Interactions of Radiation and Chemicals CA043322
Weber, Barbara L Human and Murine Models of BRCA1 Tumorigenesis CA076417
Waulf, Gerburg Role of the Prolylisomerase Pin1 in Oncogenesis CA093655
Xu, Xiang-Xi M Ovarian Cancer CA079716
Yang, Elizabeth Cell Cycle Function of the Bcl-2 Family CA078443
Zambetti, Gerard P p53 Gain-of-Function Mutant in Tumorigenesis CA063230
Zutter, Mary M. ALPHA2 BETA1 Integrin: Cell Cycle Progression/Migration CA083690

Table B-20

NCI Projects Supported in 2003 Addressing the PRG Priority: Are we using appropriate human models

in Phase | and Il testing for optimal chemoprevention dose range finding?

Principal Investigator Title RFA or PA Project ID
Buring, Julie E. Trial of Aspirin and Vitamin E in Women CA047988
Doroshow, James H Phase | Molecular and Clinical Pharmacodynamic Trials CA97-001 CA062505
Lippman, Scott Phase 1 Pharmacodynamic Study of Cox-2 Inhibition and Aromatase Activity in CNO035112

Breast Cancer
Strong, Louise Phase 1 Clinical Study of Chemopreventive Agents CN015102
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Table B-21

NCI Projects Supported in 2003 Addressing the PRG Priority: What is the efficacy of chemopreventive
drugs in reducing breast cancer risk among women with inherited predisposition?

Principal Investigator Title RFA or PA Project ID
Arun, Banu K Biomarker Modulation/Cox-2 Inhibitor/Breast Cancer PAR00-025 CA097557
Barnes, Stephen Center for Nutrient-Gene Interaction in Cancer Prevention CA03-001 CA100949
Blair, lan A Molecular Dosimetry of Endogenous Genotoxins CA091016
Brown, Powel H Chemoprevention of Breast and Ovarian Cancer CA98-012 CA086809
Comis, Robert L ECOG CCOP Research Base CA99-006 CA037403
Fabian, Carol J Chemoprevention for Women at High Risk of Breast Cancer CA97-014 CA077165
Greene, Mark Intervention Trials in Persons at Increased Genetic Risk of Cancer CP010145
Greene, Mark Breast Cancer Chemoprevention-Cener for Cancer Research CP010145-

Sub-10018

Sporn, Michael B New Triterpenoids for Chemoprevention of Cancer PAR01-046 CA078814

Strong, Louise Phase 1 Clinical Study of Chemopreventive Agents CNO015102

Van Breemen, Richard B. CORE Mass Spectrometry Resource for Cancer Research PAR98-092 CA083124
Table B-22

NCI Projects Supported in 2003 Addressing the PRG Priority: What is the efficacy of prophylactic
mastectomy and prophylactic oophorectomy?

Principal Investigator Title RFA or PA Project ID
Geiger, Ann M Patient-oriented Outcomes of Prophylactic Mastectomy CA090323
Greene, Mark National Prospective Study of Risk-reducing Salpingo-Oophorectomy and CP010145-

Ovarian Screening Among Women at Increased Genetic Risk of Ovarian Sub-07210
Cancer
Love, Richard R Adjuvant Hormonal Therapy in Vietnamese Breast Cancer CA064339
Rebbeck, Timothy R Prophylactic Surgery in Carriers of BRCA1 and BRCA2 PA97-109 CA083855
Table B-23

Additional Breast Cancer Prevention Projects

Principal Investigator Title RFA or PA Project ID
Adunyah, Samuel E. Comprehensive Mehary Medical College/Vanderbelt-lngram Cancer Center CA01-002 CA091408
Cancer Research Partnership
Arndt, Jamie Impact of Mortality Concerns on Cancer Risk Behavior CA096581
Benson, Donna J. Piedmont Alliance for Cancer Research and Education CA02-006 CA091415
Coltman, Charles A Breast Cancer Symposium CA083702
Disis, Mary L. Immunologic Correlates of Immunization for Cancer CA00-001 CA090818
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Principal Investigator Title RFA or PA Project ID
Gould, Michael Use of ER-negative Transgenic Rat Mammary Model Over Expressing neu as CNO035118
a Chemoprevention Model
Jackson, Sharon A Piedmont Alliance for Cancer Research and Education CA02-006 CA091434
Kolonel, Laurence N Epidemiologic Studies of Diet and Cancer in Hawaii CA033619
Kondo, Norman S University of the District of Columbia & Lombardi Cancer Center Partners in CA01-003 CA091432
Cancer Research, Training, Education, & Outreach
Lepore, Stephen J Training Minorities in Biobehavioral Cancer Research CA01-003 CA091411
Lopez-Berestein, Gabriel G PRCC/MDACC: Partners for Excellence in Cancer Research CA02-005 CA096300
Lopez-Enriquez, Reynold PRCC/MDACC:Partners for Excellence in Cancer Research CA02-005 CA096297
Macher, Bruce A SESU/UCSF Comprehensive Cancer Partnership Program CA02-007 CA096217
Magai, Carol L Cancers in Older Minority Populations CA01-003 CA091367
Moses, Harold L Comprehensive Mehary Medical College/Vanderbelt-lngram Cancer Center CA01-002 CA091405
Cancer Research Partnership
Myers, Ronald E Increasing Access to Clinical and Educational Studies CA99-003 CA086084
Neugut, Alfred | Cancer in Older Minority Populations CA01-003 CA091372
Ogunyemi, Omolola | Breast Cancer Risk Assessment with Bayesian Networks PAR00-025 CA099099
Prout, Marianne Cancer Prevention And Control For Medical Students CA068463
Roach, Mack SFSU/UCSF Comprehensive Cancer Partnership Program CA02-007 CA096216
Schmelz, Eva M Prevention of Breast Cancer with Sphingolipids PAR00-025 CA101125
Seewaldt, Victoria L p53 Loss in HMECs: A Model of Breast Cancer Prevention CA098441
Shapiro, David J Estrogen Receptor Activation of p38 Kinase and Apoptosis CA090374
Stellman, Steven D Training Minorities in Biobehavioral Cancer Research CA01-003 CA091401
Stolley, Melinda R Reducing Breast Cancer Recurrence Risk in Black Women CA093946
Velie, Ellen Energy Balance and Breast Cancer in Black & White Women CA094984
Yeoman, Lynn Cancer Prevention In Medical Education Practice CA077407
Zhu,Bao T Selective Induction of Estrogen Conjugative Metabolism CA092391
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Table B-24

NCI Projects Supported in 2003 Addressing the PRG Priority: Determine the potential of newer imaging
technologies (e.g., magnetic resonance imaging, positron emission tomography, digital mammography,
mammoscintigraphy, sentinel lymph node localization/sampling, magnetic resonance elastography,
electrical impedance imaging, microwave spectroscopy, near-infrared spectroscopy) to detect and
diagnose clinically significant breast disease better than is currently done by physical examination and
conventional mammography.

Principal Investigator Title RFA or PA Project ID
Baker, James Novel Technologies for Noninvasive Detection, Diagnosis and Treatment of C0027173
Cancer

Barbour, Randall L Functional Optical Mammography PARO01-102 CA096102
Besson, Guy M Integrated Ultrasound and Digital Mammography System PAR01-102 CA100959
Boas, David A 3D Optical Imaging and Digital X-ray of Breast Lesions CA097305
Bond, Essex Microwave Imaging for Breast Cancer Detection CA099933
Burgess, Arthur E. Lesion Detection in Digital Mammograms PA99-082 CA087738
Carr, Kenneth L Microwave Radiometry as an Adjunct to Mammography CA091500
Cherry, Simon R Avalance Photodiode-based PET Detector Modules for Breast Imaging PA98-008 CA096537
Cutter, Gary R Breast Cancer Surveillance Research in Colorado CA98-025 CA063736
Daniel, Bruce L Magnetic Resonance Imaging of Breast Cancer CA066785
Dougherty, Lawrence Simultaneous Dynamic and Architectural MR Breast Imaging CA090699
Ehman, Richard L. Magnetic Resonance Elastography in Breast Cancer CA091959
Ferrara, Katherine W Contrast Assisted Ultrasound Imaging of Tumors CA076062
Galons, Jean-Philippe Mechanisms of Diffusion MRI with Chemotherapy CA088285
Garwood, Michael G MRS and MRI of Breast Cancer at Very High Magnetic Field CA092004
Gauntt, David M Practical and Compact High Ratio Mammogaraphy Grid System CA083425
Greene, Mark Breast Imaging Studies in Women at High Genetic Risk of Breast Cancer CP010145-

Sub-07040
Hagness, Susan C Space-Time Microwave Imaging for Breast Cancer Detection PA01-030 CA092188
Henderson, Scott C. Advanced Microscopy Shared Resource Facility CA01-020 CA095823
Henrichs, P. M Commercial Prototype of Optoacoustic Breast Imager CA089959
Herschman, Harvey R. The UCLA Center for In Vivo Imaging in Cancer Biology CA99-004 CA086306
Hoffman, Timothy Development of GRP Receptor Avid Radiopharmaceuticals CA072942
Hylton, Nola M. Anatomic and Biologic Staging of Breast Disease with MRI CA069587
Insana, Michael F Ultrasonic Elasticity Imaging of the Breast CA082497
lwanczyk, Jan S High Resolution, High Sensitivity CT Imager CA103454
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Principal Investigator Title RFA or PA Project ID
Jaszczak, Ronald J Breast Cancer Imaging Using Non-Parallel Beam SPECT CA076006
Jiang, Huabei Optical Imaging of Breast Cancer CA090533
Kinahan, Paul E Strateqies for Clinical Oncology Imaging with 3D PET CA074135
Kline-Schoder, Robert J MR Elastrography for Breast Cancer Detection CA101241
Krag, David N Sentinel Node Versus Axillary Dissection--Breast Cancer CA074137
Levin, Craig S A New Photon Sensor to Improve Molecular Cancer Imaging PA01-030 CA098691
Lewellen, Thomas K Tumor Detection & Quantitation with Emission Tomography CA042593
Meyer, Charles R. Automatic 3D Reqgistration for Enhanced Cancer Management CA087634
Moses, William W Breast Cancer-specific PET Instrumentation CA067911
Ning, Ruola High Resolution Cone Beam Volume CT for Breast Imaging PAR01-101 CA094300
Ning, Ruola Cone Beam Volume CT Breast Imaging Scanner PAR01-102 CA103236
Oraevsky, Alexander A Diagnostic Imaging of Blood in Breast Tumor Angiogenesis PAR01-101 CA095883
Ouwerkerk, Ronald 23Na MRI of Breast Cancer CA095907
Patt, Bradley E High-Resolution 3D Breast Tomograph for Early Cancer Detection PAR01-102 CA096015
Paulsen, Keith D. Frequency Domain Optical Imaging of Breast Cancer CA069544
Paulsen, Keith D. Alternative Breast Cancer Imaging Modalities CA080139
Piestrup, Melvin A Quasi-Monochromatic X-ray Source for Mammography CA086545
Rao, Devulapalli V Medical Image Processing Using Optical Fourier Technigue PA01-030 CA089673
Raylman, Raymond R A Positron Emission Mammography/Tomography Biopsy Device PAR99-009 CA094196
Rubashov, Igor B Combined MR-PET Tomograph for Breast Imaging PAR01-102 CA096055
Saykin, Andrew J Neural Mechanisms of Chemotherapy-Induced Cognitive Dis CA101318
Saylor, Charles MR Noise Tomography PAR01-102 CA102864
Schnall, Mitchell D Clinical Study of MRI in Breast Cancer CA96-012 CA074680
Sehgal, Chandra M Doppler Vascularity/Sonography--Breast Cancer Diagnosis CA087526
Sevick-Muraca, Eva M Fluorescence Imaging for Sentinel Lymph Node Mapping PAR01-101 CA096305
Spielman, Daniel M Magnetic Resonance Spectroscopic Neoplasm Imaging CA048269
Squillante, Michael R High Resolution Mammography Sensor PAR01-102 CA099104
Tang, Cha-Mei Focused Collimator for Dual Modality Breast Imaging PAR01-102 CA099433
Toker, Emre Sentinel Lymph Node Biopsy System for Breast Cancer CA092917
Tornai, Martin P Simultaneous Emission and Transmission Mammotomography PAR99-009 CA096821
Tornai, Martin P Workshop on the Nuclear Radiology of Breast Cancer CA100761
Tromberg, Bruce J Breast Cancer Multi-Dimensional Diffuse Optical Imaging CA03-002 CA105480
Vaughan, J Thomas New Radiofrequency Technology for Improved Breast Cancer Diagnostics PA02-011 CA094200
Vaughan, J Thomas High Field MR Coils for Improved Breast Cancer Detection PAR00-089 CA094318
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Principal Investigator Title RFA or PA Project ID
Wallace, Anne M A Phase Il Study of a New Sentinel Node Radiotracer PA00-047 CA097643
Weinberg, Irving N Would Perioperative PET Imaging Improve Lumpectomy? CA082042
Weinberg, Irving N. Could Dedicated Breast PET Predict Multifocality? PARO01-102 CA103102
Wiener, Erik C Dynamic Magnetic Resonance Mammoagraphy: Source of Specificity Errors CA098717

and Solutions
Williams, Mark B Application of Breast Imaging Technologies to Molecular Imaging PA94-020 CA069452
Xu, Xiaorong Ronald Breast Cancer Metabolic Imaging with Near Infrared Light CA103170
Zalutsky, Michael R Astatine and lodine Radiolabeled Monoclonal Antibodies CA042324
Table B-25

NCI Projects Supported in 2003 Addressing the PRG Priority: Can computer-aided technologies further
improve the interpretation of conventional mammography?

Principal Investigator Title RFA or PA Project ID
Baker, Jay A Reducing Benign Breast Biopsies with Computer Modeling CA095061
Besson, Guy M Nine Mega-Pixel Digital Mammography Display Workstation PARO01-102 CA099068
Chan, Heang-Ping Digital Mammography: Advanced Computer-Aided Breast Cancer Diagnosis CA095153
Crouch-Baker, Steven CDTE-based Detectors for Digital Mammography PARO01-101 CA100969
Giger, Maryellen L. Computer Aided Diagnosis in Breast Imaging CA089452
Good, Walter F Investigations of Multi-View CAD for Mammography CA080836
Gur, David Rule-Based Computer-aided Diagnosis of Digitized Mammograms CA077850
Jiang, Yulei Computer-Aided Diagnosis of Breast Lesions in Mammograms CA092361
Jiang, Yulei Estimating neural Network Precision for Cancer Diagnosis PA01-030 CA093989
Lo, Joseph Y Predicting Breast Cancer with Ultrasound and Mammography PA01-030 CA093461
Nishikawa, Robert M Improving the Softcopy Reading of Mammograms Using Computer-aided CA102337

Diagnostics
Penn, Alan | Computer-Aided Decision Model for Interpreting Breast MR PARO01-102 CA085101
Qian, Wei Multi-View Computer-aided Diagnosis System for Breast Cancer Early PAR01-101 CA099046
Detection
Samei, Ehsan Resolution Requirements for Mammographic Displays CA095308
Taplin, Stephen H Breast Cancer Surveillance in a Defined Population CA98-025 CA063731
Vachon, Celine M A Mayo Cohort Study of Mammographic Breast Density CA097396
Wernick, Miles N Content Based Mammogram Retrieval as a Diagnostic Aid PA01-030 CA089668

B-66 Appendix B: NCI-Supported Research Projects Relevant to Breast Cancer


http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58442
http://grants.nih.gov/grants/guide/pa-files/PA-00-047.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59388
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59218
http://grants.nih.gov/grants/guide/pa-files/PAR-01-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59120
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59120
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53377
http://grants2.nih.gov/grants/guide/pa-files/PA-94-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59773
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55855
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54366
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53521
http://grants.nih.gov/grants/guide/pa-files/PAR-01-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57223
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54746
http://grants.nih.gov/grants/guide/pa-files/PAR-01-101.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55058
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57369
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55081
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54752
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54996
http://grants.nih.gov/grants/guide/pa-files/PA-01-030.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56249
http://grants.nih.gov/grants/guide/pa-files/PA-01-030.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54994
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54994
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55171
http://grants.nih.gov/grants/guide/pa-files/PAR-01-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55475
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55475
http://grants.nih.gov/grants/guide/pa-files/PAR-01-101.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56766
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55701
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54902
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54453
http://grants.nih.gov/grants/guide/pa-files/PA-01-030.html

Report of the Breast Cancer Progress Review Group

October 2004

Table B-26

NCI Projects Supported in 2003 Addressing the PRG Priority: What are the imaging characteristics of
specific types of benign and malignant breast lesions detected by newer imaging technologies? Can
standardized interpretation rules be developed to identify these lesions for any of these modalities?

Can they replace or augment conventional mammography in screening general or high-risk

populations?

Principal Investigator Title RFA or PA Project ID
Abbey, Craig Kendall Quantitative Assessment of Murine Tumors with Micropet. PA01-030 CA102733
Barbour, Randall L Functional Optical Mammography PARO01-102 CA096102
Beitz, Alvin J In Vivo Analysis of Tumor Peptide Secretion PAR01-106 CA086330
Boone, John M Feasibility of CT in High Risk Breast Cancer Patients PAR99-009 CA089260
Carr, Kenneth L Microwave Radiometry as an Adjunct to Mammography CA091500
Carson, Paul L Combined Digital X-ray and Ultrasound Breast Imaging PA01-024 CA091713
Daniel, Bruce L Magnetic Resonance Imaging of Breast Cancer CA066785
Dougherty, Lawrence Simultaneous Dynamic and Architectural MR Breast Imaging CA090699
Galons, Jean-Philippe Mechanisms of Diffusion MRI with Chemotherapy CA088285
Garwood, Michael G MRS and MRI of Breast Cancer at Very High Magnetic Field CA092004
Hagness, Susan C Space-Time Microwave Imaging for Breast Cancer Detection PA01-030 CA092188
Hylton, Nola M. Anatomic and Biologic Staging of Breast Disease with MRI CA069587
Lo, Joseph Y Predicting Breast Cancer with Ultrasound and Mammography PA01-030 CA093461
Mankoff, David A Diagnosis of Internal Mammary Nodal Metastases in Breast Cancer CA090771
Maskarinec, Gertraud Soy Effects on Estrogens and Mammographic Densities CA080843
Nalcioglu, Orhan Prognosis of Metastatic Disease in Early Breast Cancer CA090437
Schnall, Mitchell D Clinical Study of MRI in Breast Cancer CA96-012 CAQ074680
Schnall, Mitchell D Evaluation of Multi Modality Breast Imaging CA085424
Sehgal, Chandra M Doppler Vascularity/Sonography--Breast Cancer Diagnosis CA087526
Spielman, Daniel M Magnetic Resonance Spectroscopic Neoplasm Imaging CA048269
Vaughan, J Thomas New Radiofrequency Technology for Improved Breast Cancer Diagnostics PA02-011 CA094200
Wallace, Anne M A Phase Il Study of a New Sentinel Node Radiotracer PA00-047 CA097643
Weichert, Jamey P Evaluation of NM404 in Endogenous Breast Cancer Models PA01-030 CA095249
Weinberg, Irving N. Could Dedicated Breast PET Predict Multifocality? PAR01-102 CA103102
Zalutsky, Michael R Astatine and lodine Radiolabeled Monoclonal Antibodies CA042324
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Table B-27

NCI Projects Supported in 2003 Addressing the PRG Priority: Can tumor-specific biomarkers be
identified and used as imaging agents to improve the performance of any imaging modality?

Principal Investigator Title RFA or PA Project ID
Abeita, Cathy Early Clinical Trials of Imaging Agents CM027165
Anderson, Carolyn J Targeting Matrix Metalloproteinases for Tumor Imaging PA01-030 CA098698
Bernard, Ora The Involvement of Lim Kinase in Metastases PA01-020 CA098229
Bhujwalla, Zaver M Johns Hopkins University-- ICMIC Program CA03-015 CA103175
Bluemke, David Early Clinical Trials of Imaging Agents CM027018
Chance, Britton Two- and Three-dimensional Imaging of Contrast Agents in Animal Models CA072895
Ferrara, Katherine W Contrast Assisted Ultrasound Imaging of Tumors CA076062
Forsberg, Flemming Contrast-Enhanced Ultrasound Detection of Angiogenesis PA01-030 CA093907
Garwood, Michael G MRS and MRI of Breast Cancer at Very High Magnetic Field CA092004
Hamilton, Richard T Smart Probes for Imaging Cancer PARO01-102 CA100977
Hoffman, Timothy Development of GRP Receptor Avid Radiopharmaceuticals CA072942
Katzenellenbogen, John A. Radiopharmaceuticals for Breast Tumor Imaging & Therapy CA025836
Louis, David N. Molecular Immunology and Tumor Biology CA009216
Rajopadhye, Milind Metabolite Probes for Molecular Optical Imaging CA101374
Sevick-Muraca, Eva M Fluorescence Imaging for Sentinel Lymph Node Mapping PARO01-101 CA096305
Shields, Anthony F Labeled Thymidine--Development as a PET Imaging Agent CA039566
Wheatley, Margaret A Contrast Enhanced Ultrasound with Therapeutic Modality PA01-030 CA102238

Table B-28

NCI Projects Supported in 2003 Addressing the PRG Priority: Does early detection by any imaging
modality truly change the mortality from breast cancer?

Principal Investigator Title RFA or PA Project ID
Barlow, William E Statistical Coordinating Center for the Breast Cancer Surveillance Consortium | CA98-025 CA086076
Carney, Patricia A Strateqic Studies in Breast Cancer Surveillance CA98-025 CA086082
Cutter, Gary R Breast Cancer Surveillance Research in Colorado CA98-025 CA063736
Geller, Berta M Vermont Breast Cancer Surveillance System CA98-025 CA070013
Kerlikowske, Karla M San Francisco Mammography Reqistry--A Research Resource CA98-025 CA063740
Rosenberg, Robert D New Mexico Mammography Project CA98-025 CA069976
Shen, Yu Statistical Methods for Breast Cancer Screening Studies CA079466
Smith-Bindman, Rebecca Outcomes of Screening Mammography in Elderly Women CA086032
Taplin, Stephen H Breast Cancer Surveillance in a Defined Population CA98-025 CA063731
Yankaskas, Bonnie C Breast Cancer Surveillance Research in North Carolina CA98-025 CA070040
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Table B-29

NCI Projects Supported in 2003 Addressing the PRG Priority: Develop new methods to diagnose
clinically significant breast disease and predict clinical outcomes better than conventional histologic
examination and the few available biomarker assays (e.g., S-phase fraction, estrogen receptor,
progesterone receptor, c-erbB-2).

Principal Investigator Title RFA or PA Project ID
Aldaz, C Marcelo Gene Expression Signature of Early Breast Cancer CA98-027 CA084978
Allen, Antonette C Multimarker Detection of Breast Metastases in PET Nodes PARO01-062 CA095534
Bailey, George S Comparative Mechanisms of Cancer Chemoprevention CA090890
Barron, Annelise E East Mutation Detection by Tandem SSCP/Heroduplex Analysis on Microchips CA092752
Beitz, Alvin J In Vivo Analysis of Tumor Peptide Secretion PARO01-106 CA086330
Benaron, David A Spectroscopic Dye Localization: Sentinel Lymph Nodes CA083597
Bernard, Philip S Molecular Diagnostics for Breast Cancer PAR01-061 CA097769
Bhujwalla, Zaver M Johns Hopkins University-- ICMIC Program CA03-015 CA103175
Bitter, Grant A Eunctional Genetic Tests for Breast Cancer Diagnosis CA101254
Bondy, Melissa L Determinants of Breast Cancer Survival CA089608
Boss, Gerry R Automated Measurement of RAS & RHO Activation in Cancer PAR99-102 CA089828
Brock, Graham J Identification of M5 CpG Alterations in Breast Carcinomas PAR99-102 CA086305
Brown, Patrick O A Cancer Taxonomy Based on Gene Expression Patterns CA98-027 CA085129
Caligiuri, Michael A. Cancer and Leukemia Group B--Leukemia Correlative Science CA101140
Chang, Helena R Ethnicity-Based Proteomic Biomarkers in Breast Cancer CA093736
Churchill, Gary A. Experimental Design & Analysis for Expression Microarray PAR99-100 CA088327
Clarke, Robert Molecular Analysis of Human Breast Cancer PAR02-010 CA096483
Claus, Elizabeth B Long Term Outcomes for Women with Breast Cancer In Situ PA98-027 CA081393
Clelland, Catherine L Breast Cancer Diagnosis: Blood-Cell Multigene Signatures PA01-010 CA102552
Condeelis, John S Novel Imaging Methods for Gene Discovery in Cancer PAR99-100 CA089829
Couch, Fergus J Characterization of the Chromosome 17923 Amplicon CA087898
Darzynkiewicz, Zbigniew Probes for Cytometry CA028704
De, Siddhartha ll\:lllzljl';ﬁg::d High Throughput Screening Assay for Estrogen Receptor CA099295
Drees, Beth E Phosphoinositide 3-Kinase Assays in Cancer Diagnosis PAR01-105 CA081835
Ehman, Richard L. Magnetic Resonance Elastography in Breast Cancer CA091959
Ferrari, Mauro Nanomechanical Method for Molecular Analysis of Cancer PAR01-104 CA099089
Fleming, Timothy P Mammaglobin as a Marker for Breast Cancer Detection PA03-003 CA098021
Fresco, Jacques R. Fluorescent Tish Probes for Cancer Revelant Sequences PAR99-100 CA088547
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Principal Investigator Title RFA or PA Project ID
Galons, Jean-Philippe Mechanisms of Diffusion MRI with Chemotherapy CA088285
Gascoyne, Peter R Integrated Isolation & Molecular Analysis of Tumor Cells PAR99-100 CA088364
Gazdar, Adi F Markers for Risk Assessment/Early Detection of Lung and CA98-028 CA084971
Gillanders, William E Molecular Detection of Breast Cancer in Peripheral Blood CA093419
Gite, Sadanand Novel Technology for the Analysis of Gene Expression PAR99-101 CA083396
Guthold, Martin Novel, Single-molecule Aptamer Selection Method PARO01-105 CA103120
Hagness, Susan C Dielectric Characterization of Human Breast Tissue CA087007
Herschman, Harvey R. The UCLA Center for In Vivo Imaging in Cancer Biology CA99-004 CA086306
Heyduk, Tomasz Molecular Beacons for Protein Detection CA094356
Hoffman, Timothy Development of GRP Receptor Avid Radiopharmaceuticals CA072942
Huang, Tim H Novel Tool for Analysis of Promoter Hypermethylation PAR99-100 CA094441
Huang, Tim H. DNA Hypermethylation in Breast Cancer CA069065
Issa, Jean-Pierre J Neoplasia and Methylated CpG Islands Amplification PAR99-100 CA089837
Katzenellenbogen, John A. Radiopharmaceuticals for Breast Tumor Imaging & Therapy CA025836
Krohn, Kenneth A Metabolic Imaging of Cancer and Its Response to Therapy CA042045
Ling, C.C Multimodality Biological Imaging of Cancer/Tumor Hypoxia PAS00-006 CA084596
Lu, Lee-Jane W Mammographic Density and Soy Isoflavones CA095545
Mach, Robert H PET Imaging of Breast Cancer via Sigma-2 Receptors PARO01-101 CA102869
Mankoff, David A Imaging the Response of Locally Advanced Breast Cancer CA072064
Mc Garrity, Gerard J. Pre-mRNA Trans-splicing for Molecular Imaging of Cancer PARO01-105 CA097507
Nalcioglu, Orhan Prognosis of Metastatic Disease in Early Breast Cancer CA090437
Nieto, Yago Prognostic Modeling of High-Risk Primary Breast Cancer PA01-010 CA095762
Ouwerkerk, Ronald 23Na MRI of Breast Cancer CA095907
Powell, Richard D Chromogenic HER-2/neu Gene Amplification Assay CA083618
Press, Michael F Pathobiology of Breast Cancer and Hormone Receptors CA048780
Rimm, David L AQUA: A New Quantitative In Situ Proteomic Assay PA01-010 CA100825
Ross, Jeffrey Human RNA Binding Protein as a Cancer Marker PA01-010 CA094082
Sauter, Edward R Protein Profiling in Nipple Aspirate Fluid PARO01-061 CA095484
Schneider, Luke V IDBEST! Differential Display on Protein Chips PARO01-105 CA103085
Semmes, Oliver J. Early Detection of Cancer by Affinity Mass Spectrometry CA98-028 CA085067
Sommer, Steve S Artificial Nanotube Gels for Mutation Detection PAR99-100 CA094408
Trock, Bruce J. Detecting Breast Cancer Protein Signatures in Body Fluid CA98-028 CA085082
Tung, Ching-Hsuan In Vivo Imaging of Matrix Metalloprotease PAR99-100 CA088365
Vanbrocklin, Henry F. Targeted Molecular Probes for Tumor Imaging CA094253
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Principal Investigator Title RFA or PA Project ID
Weichert, Jamey P Evaluation of NM404 in Endogenous Breast Cancer Models PA01-030 CA095249
Weissleder, Ralph Center for Molecular Imaging Research CA99-004 CA086355
Welch, Michael J. Research Resource in Radionuclide Research CA086307
Yeatman, Timothy J Screening for Breast Cancer Using Molecular Signatures CA098522
Zhu,Bao T 2-Methoxyestradiol & Hormonal Cancer CA097109
Zipfel, Warren R Nonlinear Intrinsic Microspectroscopy of Cancer PAR00-089 CA094311

Table B-30

NCI Projects Supported in 2003 Addressing the PRG Priorities:

Str-B: Are there biomarkers that predict the clinical outcome of precancerous and cancerous breast
lesions if left untreated (i.e., prognostic factors) with a high degree of certainty?

Str-C: Are there biomarkers that predict the response of precancerous and cancerous breast lesions to
specific types of therapy (i.e., predictive factors) with a high degree of certainty?

Principal Investigator Title RFA or PA  Project ID Str-B Str-C
Aldaz, C Marcelo Gene Expression Signature of Early Breast Cancer CA98-027 CA084978 X X
Aldaz, C Marcelo Characterization of WXOX, the Cancer Gene Spanning CA102444 X
ERA16D

Ambrosone, Christine B Pharmacogenetics: Breast Cancer Treatment and PAQ01-015 CA095222 X X
Prognosis

Artemov, Dmitri Y MR Pharmacoangiography-Vascular Modulation of CA097310 X
Delivery

Bailey, George S Comparative Mechanisms of Cancer Chemoprevention CA090890 X

Benaron, David A Spectroscopic Dye Localization: Sentinel Lymph Nodes CA083597 X X

Benz, Christopher C Defective Estrogen Receptors in Breast Tumors CA071468 X

Berg, Patricia E A Novel HOX Gene Target in Breast Cancer PARO01-045 CA091149 X

Bernard, Philip S Molecular Diagnostics for Breast Cancer PAR01-061 CA097769 X X

Bitter, Grant A Functional Genetic Tests for Breast Cancer Diagnosis CA101254 X

Blumenthal, Rosalyn D Pre-clinical Combination Chemotherapy and CA099529 X
Radioantibody Therapy

Bondy, Melissa L Determinants of Breast Cancer Survival CA089608 X

Brock, Graham J Identification of M5 CpG Alterations in Breast Carcinomas | PAR99-102 CA086305 X

Brown, Patrick O A Cancer Taxonomy Based on Gene Expression Patterns | CA98-027 CA085129 X

Caligiuri, Michael A. Cancer and Leukemia Group B--Leukemia Correlative CA101140 X X
Science

Chang, Helena R Ethnicity-Based Proteomic Biomarkers in Breast Cancer CA093736 X X

Charlier, Henry Anthracycline Specificities of Carbonyl Reductases CA102119 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56055
http://grants.nih.gov/grants/guide/pa-files/PA-01-030.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59619
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58898
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56009
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52940
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53015
http://grants2.nih.gov/grants/guide/pa-files/PAR-00-089.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58384
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-027.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54966
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54966
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53995
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53995
http://grants.nih.gov/grants/guide/pa-files/PA-01-015.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55849
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55849
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55471
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57680
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55881
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52998
http://grants.nih.gov/grants/guide/pa-files/PAR-01-045.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58572
http://grants2.nih.gov/grants/guide/pa-files/PAR-01-061.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52989
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56039
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56039
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54918
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59467
http://grants.nih.gov/grants/guide/pa-files/PAR-99-102.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58122
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-027.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57042
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57042
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59367
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55185

October 2004

Report of the Breast Cancer Progress Review Group

Principal Investigator Title RFAor PA  ProjectID Str-B Str-C
Cheng, Leo L Defining Signatures of Breast Cancer Cells by High CA095624 X
Resolution Magic Angle Spinning Magnetic Resonance
Spectroscopy
Clarke, Robert Molecular Analysis of Human Breast Cancer PAR02-010 CA096483 X
Clinton, Gail M Truncated HER2/neu Protein in Breast Cancer CA083970 X
Condeelis, John S Novel Imaging Methods for Gene Discovery in Cancer PAR99-100 CA089829 X
Couch, Fergus J Characterization of the Chromosome 17923 Amplicon CA087898 X
Croce, Carlo M. 8p22 Alterations, in Prostate, Breast and Esophageal CA083698 X
Cancer
Daling, Janet R Tamoxifen & Second Breast Cancer: Epidemiology/ CA097271 X
Pathology
Darzynkiewicz, Zbigniew Probes for Cytometry CA028704 X X
De Luca, Luigi M. Retinoids in Differentiation and Neoplasia BC004798 X
Demichele, Angela Age, Cell Cycle Markers and Breast Cancer Outcomes CA081009 X
Drees, Beth E Phosphoinositide 3-Kinase Assays in Cancer Diagnosis PARO01-105 CA081835 X
Ehman, Richard L. Magnetic Resonance Elastography in Breast Cancer CA091959 X
Ellis, Matthew J Novel Biomarkers for Aromatase Inhibitor Therapy PA00-001 CA095614 X
Ethier, Stephen P. Breast Cancer Oncogenes on the 8p11 Amplicon. CA100724 X X
Fabian, Carol A Study to Identify Biomarker Modulation by CNO015135 X
Cyclooxygenase-2 (COX-2) Inhibitors in Breast Tissue of
Premenopausal Women
Ferrari, Mauro Nanomechanical Method for Molecular Analysis of PARO01-104 CA099089 X
Cancer
Fleming, Timothy P Mammaglobin as a Marker for Breast Cancer Detection PA03-003 CA098021 X X
Fresco, Jacques R. Fluorescent Tish Probes for Cancer Revelant Sequences | PAR99-100 CA088547 X
Galons, Jean-Philippe Mechanisms of Diffusion MRI with Chemotherapy CA088285 X
Gascoyne, Peter R Integrated Isolation & Molecular Analysis of Tumor Cells PAR99-100 CA088364 X X
Gazdar, Adi F Markers for Risk Assessment/Early Detection of Lung and | CA98-028 CA084971 X
Graham, Michael M. Molecular Imaging of Responses to Cancer Therapy CA01-010 CA091709 X
Hagness, Susan C Dielectric Characterization of Human Breast Tissue CA087007 X
Hartman, Anne-Renee Genetic Alterations in Breast Cells From BRCA1 Carriers CA098246 X
Hayes, Daniel F Correlative Studies of ErbB-2/HER2 and p53 in a CALGB | PA98-099 CA092461 X
Protocol
Hazan, Rachel B Mechanisms of N-Cadherin Mediated Breast Cancer CA090872 X
Metastasis
Herlyn, Dorothee M EGF-Rvlll in Breast Cancer CA090748 X
Herschman, Harvey R. The UCLA Center for In Vivo Imaging in Cancer Biology CA99-004 CA086306 X X
Hershman, Dawn Osteoporosis Prevention in Early Stage Breast Cancer CA095597 X
Huang, Sui Perinucleolar Compartment as Breast Cancer Marker CA097761 X X
Huang, Tim H. DNA Hypermethylation in Breast Cancer CA069065 X
Kacinski, Barry M CSF1 and CSF1R and Breast and Ovarian Carcinoma CA92-18 CA047292 X
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57482
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57482
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57482
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59054
http://grants.nih.gov/grants/guide/pa-files/PAR-02-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57723
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54159
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55794
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53447
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53447
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55429
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55429
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56180
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64795
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57778
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54175
http://grants.nih.gov/grants/guide/pa-files/PAR-01-105.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54949
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53306
http://grants1.nih.gov/grants/guide/pa-files/PA-00-001.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57209
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64484
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64484
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64484
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57041
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57041
http://grants.nih.gov/grants/guide/pa-files/PAR-01-104.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59445
http://grants.nih.gov/grants/guide/pa-files/PA-03-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53248
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57405
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53776
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57540
http://grants2.nih.gov/grants/guide/rfa-files/rfa-ca-98-028.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55779
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57234
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58999
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55720
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55720
http://grants2.nih.gov/grants/guide/pa-files/PA-98-099.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54412
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54412
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53194
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57187
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57963
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58536
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59795
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59115
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-92-018.html
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Principal Investigator Title RFA or PA  Project ID Str-B Str-C

Katzenellenbogen, John A. Radiopharmaceuticals for Breast Tumor Imaging & CA025836 X
Therapy

Kleer, Celina G Role of LIBC in Inflammatory Breast Cancer Phenotype CA090876 X

Konstantin, Christov Preclinical Evaluations of Intermediate Endpoints and CNO015112 X
Their Modulation of Chemoprevention

Krohn, Kenneth A Metabolic Imaqing of Cancer and Its Response to CA042045 X X
Therapy

Kumar, Rakesh F Targeting Urokinase Pathway for Breast Cancer Therapy CA088923 X

Lampe, Johanna W Hormone Status Postmenopause: Colonic Bacterial PAR00-025 CA097475 X
Effects

Lucito, Robert D Application of Genomic Microarrays to Breast Cancer CA093634 X

Malkhosyan, Sergei R Comparative Hybridization of AP-PCR Arrays PAR99-100 CA083241 X

Meric, Funda Role of Nuclear Tyrosine Rak in Breast Cancer CA091834 X

Merino-Neumann, Maria J. Gene Expression Profiling of Microdissected Normal, SC009361 X X
Invasive and In Situ Carcinoma of Breast through the use
of Nucleic Acid Array.

Miksicek, Richard J Characterization of a Novel Breast-Specific Mucin Gene PA01-010 CA094943 X

Milligan, Jamie R Biologically Significant Damage in DNA CA046295 X

Nakshatri, Harikrishna Akt Mediated Tamoxifen Resistance in Breast Cancer CA089153 X
Cells

Nalcioglu, Orhan Prognosis of Metastatic Disease in Early Breast Cancer CA090437 X

Overmoyer, Beth Translational Research in Breast Cancer CA087725 X

Pagano, Michele F Box Proteins and Deregulated Proteolysis in Cancer CA076584 X

Pollack, Jonathan R Role of Gene Amplification in Breast Cancer CA097139 X

Powell, Richard D Chromogenic HER-2/neu Gene Amplification Assay CA083618 X

Press, Michael F Pathobiology of Breast Cancer and Hormone Receptors CA048780 X X

Ried, Thomas Identification of Chromosomal Aberrations in Human SC010298 X
Epithelial Cancers and Hematological Malignancies and
their Respective Murine Model Systems (Comparative
Cancer Cytogenetics)

Rimm, David L AQUA: A New Quantitative In Situ Proteomic Assay PA01-010 CA100825 X X

Ross, Jeffrey Human RNA Binding Protein as a Cancer Marker PA01-010 CA094082 X

Russo, Jose Eox Chase Cancer Center Breast Cancer Tissue CA03-503 CA062779 X
Resources

Sauter, Edward R Protein Profiling in Nipple Aspirate Fluid PARO01-061 CA095484 X

Seiden, Michael Identification of Paclitaxel Resistance Genes CA089150 X

Semmes, Oliver J. Early Detection of Cancer by Affinity Mass Spectrometry | CA98-028 CA085067 X

Shields, Peter G Molecular Epidemiology of Secondary Lung Cancer CA092705 X

Stern, David F Signaling by neuregulins and ErbB4 in Breast Cancer PA99-162 CA080065 X

Swisshelm, Karen L Retinoic Acid Receptor Beta and Breast Cancer CA082455 X

Tang, Careen K Coexpression of EGFRUVII/ErbB2 in Human Breast CA088871 X X
Cancer
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53579
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53579
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59746
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64474
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64474
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58221
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58221
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53726
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58058
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58058
http://grants.nih.gov/grants/guide/pa-files/PAR-00-025.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53427
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58588
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55001
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64961
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64961
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64961
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58462
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57565
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54444
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54444
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54673
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46490
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53024
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59463
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54931
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54205
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64869
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64869
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64869
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64869
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53441
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57237
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58985
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58985
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-93-019.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59163
http://grants2.nih.gov/grants/guide/pa-files/PAR-01-061.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57461
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58616
http://grants2.nih.gov/grants/guide/rfa-files/rfa-ca-98-028.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57868
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59696
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53654
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59088
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59088
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Telang, Nitin Preclinical Evaluation of Intermediate Endpoints and their CN025018 X
Modulation by Chemoprevention Agents

Tempero, Margaret A Mechanism-Based Evaluations of ErbB-Targeted Agents | CA00-001 CA090788 X

Tonetti, Debra A PKC as a Marker in Tamoxifen Resistant Breast Cancer PA01-010 CA097045 X

Tung, Ching-Hsuan In Vivo Imaging of Matrix Metalloprotease PAR99-100 CA088365 X

Vanbrocklin, Henry F. Targeted Molecular Probes for Tumor Imaging CA094253

Weinberg, Irving N Would Perioperative PET Imaging Improve Lumpectomy? CA082042 X

Weissleder, Ralph Center for Molecular Imaging Research CA99-004 CA086355 X

Yeatman, Timothy J Screening for Breast Cancer Using Molecular Signatures CA098522

You, Ming Preclinical Evaluation of Intermediate Endpoints and their CN025123 X
Modulation by Chemopreventive Agents

Zipfel, Warren R Nonlinear Intrinsic Microspectroscopy of Cancer PAR00-089 CA094311

Table B-31

NCI Projects Supported in 2003 Addressing the PRG Priority: Premalignant and malignant breast
lesions often have complex phenotypes involving abnormalities in many biomarkers simultaneously.
How do we interpret and use this information?

Principal Investigator Title RFA or PA Project ID
Aickin, Mikel G Development of a Model for Causal Latent Factors PA01-021 CA094750
Bernard, Philip S Molecular Diagnostics for Breast Cancer PAR01-061 CA097769
Caligiuri, Michael A. Cancer and Leukemia Group B--Leukemia Correlative Science CA101140
Churchill, Gary A. Experimental Design & Analysis for Expression Microarray PAR99-100 CA088327
Clelland, Catherine L Breast Cancer Diagnosis: Blood-Cell Multigene Signatures PA01-010 CA102552
Cuttitta, Frank Growth of Human Tumor Cell Lines in Protein-free/Hormone-free Media SC000192
Demichele, Angela Age, Cell Cycle Markers and Breast Cancer Outcomes CA081009
Fryback, Dennis G. Simulating Breast Cancer in Wisconsin CA99-013 CA088211
Gascoyne, Peter R Integrated Isolation & Molecular Analysis of Tumor Cells PAR99-100 CA088364
Herschman, Harvey R. The UCLA Center for In Vivo Imaging in Cancer Biology CA99-004 CA086306
Huang, Tim H. DNA Hypermethylation in Breast Cancer CA069065
Labaer, Joshua Eunctional Proteomics of Breast Cancer PARO01-106 CA099191
Lemkin, Peter F. MicroArray Explorer for the Data Mining of Expression Profiles of DNA BC010303

Microarrays
Li, Honghua A Genetic Approach to Genome-Scale Analysis of Cancers PARO01-104 CA096309
Lin, Xihong Statistical Methods for Correlated Biomedical Data CA076404
Lucito, Robert D Application of Genomic Microarrays to Breast Cancer CA093634
Mandelblatt, Jeanne S. Outcomes Across the Spectrum of Breast Cancer Care CA99-013 CA088283
Marks, Jeffrey R. Expression Based Markers for Breast Cancer Detection CA98-028 CA084955
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64492
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64492
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54875
http://grants1.nih.gov/grants/guide/rfa-files/RFA-CA-00-001.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59494
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57891
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59041
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59388
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59619
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56009
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64514
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64514
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53015
http://grants2.nih.gov/grants/guide/pa-files/PAR-00-089.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57230
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58572
http://grants2.nih.gov/grants/guide/pa-files/PAR-01-061.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57042
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59743
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53920
http://grants.nih.gov/grants/guide/pa-files/PA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64953
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57778
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59242
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53776
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57187
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59795
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54092
http://grants.nih.gov/grants/guide/pa-files/PAR-01-106.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65074
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65074
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53435
http://grants.nih.gov/grants/guide/pa-files/PAR-01-104.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54669
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53427
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57856
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-013.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59683
http://grants2.nih.gov/grants/guide/rfa-files/rfa-ca-98-028.html
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Principal Investigator Title RFA or PA Project ID
Mincey, Betty A Mammographic Density as a Predictor of Breast Cancer CA094974
Nathanson, Katherine L Identifying Modifying Genes in BRCA1 Mutation Carriers CA084030
Nieto, Yago Prognostic Modeling of High-Risk Primary Breast Cancer PA01-010 CA095762
Ogunyemi, Omolola | Breast Cancer Risk Assessment with Bayesian Networks PAR00-025 CA099099
Plevritis, Sylvia K Breast Cancer Trend Analysis Using Stochastic Simulation CA99-013 CA088248
Seewaldt, Victoria L p53 Loss in HMECs: A Model of Breast Cancer Prevention CA098441
Speicher, David W Novel Comprehensive Proteome Analyses of Metastasis PAR99-102 CA092725
Tung, Ching-Hsuan In Vivo Imaging of Matrix Metalloprotease PAR99-100 CA088365
Weissleder, Ralph Center for Molecular Imaging Research CA99-004 CA086355
Yeatman, Timothy J Screening for Breast Cancer Using Molecular Signatures CA098522
Zelen, Marvin Breast Cancer: Early Detection, Treatment and Prevention CA99-013 CA088270

Table B-32
Additional Breast Cancer Early Detection, Diagnosis, and Prognosis Projects

Principal Investigator Title RFA or PA Project ID
Abeloff, Martin D Howard/Hopkins Cancer Centers Partnership CA01-002 CA091409
Adams-Campbell, Lucile L Howard/Hopkins Cancer Center Partnership CA01-002 CA091431
Barton, Mary B Breast Cancer Screening in the Elderly CA085587
Bodurtha, Joann N Breast Cancer Risk-Tailored Messages for More Women CA094213
Camphausen, Kevin A. Molecular Profiling of Patients Undergoing Radiotherapy SC010372
Chen, Moon S Asian American Network for Cancer Awareness, Research & Training CA99-003 CA086322
Clark, Melissa P Comprehensive Cancer Screenings Among Unmarried Women CA087070
Coltman, Charles A Breast Cancer Symposium CA083702
Costanza, Mary E Enhanced Intervention for Mammogram-resistant Women PA02-001 CA100286
Felmlee, Joel P Improved MRI Guided Thermal Treatment of Cancer CA095683
Fernandez, Maria Repeat Mammography Among Low Income and Minority Women CA079759
Gany, Francesca Cancer Awareness Network for Immigrant Minority Population CA99-003 CA086286
Gillies, Robert J Causes and Consequences of Acid pH in Tumors CA077575
Glass, Andrew G Cooperative Breast Cancer Tissue Resource CA03-503 CA062938
Godbold, James Biostatistical CORE for Cancer Research CA01-020 CA088282
Henkens, Robert W Innovative Technology for Gene Expression Studies PAR99-101 CA094361
Henry-Tillman, Ronda Arkansas Special Populations Access Network (A-SPAN) CA99-003 CA086081
Hong, Keelung Immunliposome Technology for Tumor-targeted Drug/Probe Delivery CO027176
Hubbell, F A Pacific Islander Cancer Control Network CA99-003 CA086073
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Principal Investigator Title RFA or PA Project ID
Jacobs, Elizabeth Trust and Cancer Screening in African American WWomen CA089421
Jerry, Joseph D Profiling Modifications of p53 by Mass Spectrometry PARO00-079 CA094312
Jolesz, Ferenc A Magnetic Resonance-quided Therapy CA067165
Kasthuri, Ushapriya Breast Cancer Detection System CA103306
Kendziorski, Christina Pooling Designs for Microarray Studies PA01-021 CA103522
Kondo, Norman S University of the District of Columbia & Lombardi Cancer Center Partners in CA01-003 CA091432
Cancer Research, Training, Education, & Outreach
Lazar, James G Development of pp32 Gene Family-Based Cancer Diagnostics CA099853
Levenson, Richard M. Simple, Low-Cost, Ultra-Rapid Spectral Imaging Platform PAR99-101 CA088684
Liang, Wenchi Impact of Culture on Cancer Screening in Chinese Women CA090352
Macher, Bruce A SFSU/UCSF Comprehensive Cancer Partnership Program CA02-007 CA096217
Magai, Carol L Cancers in Older Minority Populations CA01-003 CA091367
Mayo, Matthew S. Biostatistics/Informatics Shared Resource CA01-020 CA095835
Milikowski, Clara Cooperative Breast Cancer Tissue Resource (CBCTR) CA03-503 CA062772
Moskaluk, Christopher A Tissue Procurement and Processing for Molecular Analysis CA01-009 CA091654
Muller, Keith E Internal Pilots for Repeated Measure Anova CA095749
Myers, Ronald E Increasing Access to Clinical and Educational Studies CA99-003 CA086084
Neugut, Alfred | Cancer in Older Minority Populations CA01-003 CA091372
Partridge, Edward E Deep South Network for Cancer Control CA99-003 CA086128
Pasick, Rena J Behavioral Contructs and Culture in Cancer Screening CA081816
Rakowski, William Diverse Screening Histories--Persons, Groups, Behaviors CA090485
Ramirez, Amelie G Redes En Accion--Cancer Awareness, Training and Research CA99-003 CA086117
Raubitschek, Andrew A Bioengineered Antibodies in Cancer Imaging and Therapy CA043904
Rimer, Barbara K Finding the Minimum Intervention Needed for Change (MINC) for 0D03-003 CA105786
Mammography Maintenance
Roach, Mack SESU/UCSF Comprehensive Cancer Partnership Program CA02-007 CA096216
Satcher, David National Black Leadership Initiative on Cancer 1l: Cancer Control, Research CA99-003 CA086274
and Training Network
Soper, Steven A Microsampling Unit for Capturing Low Abundant Cells PARO01-106 CA099246
Strecher, Victor J Michigan Center for Health Communications Research CA03-007 CA101451
Umbricht, Christopher B Fixation of Breast and Prostate Cancer Tissue PAR00-079 CA091238
Wyatt, Stephen The Appalachia Cancer Network CA99-003 CA086096
Yeoman, Lynn Cancer Prevention In Medical Education Practice CA077407
Zehnbauer, Barbara A St. Louis Breast Cancer Tissue Registry CA03-503 CA062773
Zeltser, Gregory Microchannel Proteomic Array CA101274
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FY2003 Treatment Projects

Table B-33

NCI Projects Supported in 2003 Addressing the PRG Priority: How can we develop innovative
biological approaches to the treatment of breast cancer, in the laboratory and via small (pilot) trials?

Principal Investigator Title RFA or PA Project ID
Amiji, Mansoor M Long-circulating Tumor-selective DNA Delivery Systems CA095522
Arteaga, Carlos L ErbB2 Targeted Antitumor Strategies in Breast Cancer CA080195
Artemov, Dmitri Y MR Pharmacoangiography-Vascular Modulation of Delivery CA097310
Austin, Richard J Small Molecule Inhibitors of the Wip1 Oncogene PA01-091 CA102808
Bachelder, Robin E Novel Function for VEGF in Breast Carcinoma Survival CA093855
Bandyopadhyay, Pradip K Optical Dosimetry in Laser-Assisted Cancer Immunotherapy CA090868
Bast, Robert C Specific Immunotherapy with Monoclonal Antibodies CA039930
Bear, Harry D Expansion of Anti Tumor T-cells From Tumor Bearing Hosts CA87-30 CA048075
Bearman, Scott Clinical Research in Stem Cell Transplantation CA081408
Benz, Christopher C Therapeutic Modulation of Breast Cancer Oncogenes CA036773
Berzofsky, Jay A. Antigen-specific T-cell Activation, application to Vaccines for Cancer and AIDS SC004020
Bishop, Michael R. Investigation of Graft-versus-tumor Effects in Non-hematologic Malignancies SC010365
Blackwell, Kimberly L Antiestrogenic Effects on Tumor Angiogenesis CA087838
Boothman, David A Exploiting lonizing Radiation-inducible NQO1 Levels Using Beta Lapachone CA092250
Bosl, George J Cancer Chemotherapy Program Project CA005826
Bradshaw, Erica Minority Predoctoral Fellowship Program CA099942
Brent, Gregory A. Regulation of the Sodium/lodide Symporter in Breast CA089364
Burke, Terrence R. Inhibitors of Tyrosine Kinase-Dependent Signalling as Anticancer Agents BC006198
Cabral, Fernando R Tubulin Mutations and Paclitaxel Resistance CA085935
Carrasco, Nancy The Mammary Gland Sodium/lodide Symporter (mgNIS) CA098390
Carson, William E Phase | Trial of Herceptin Plus [L-12 CA086016
Celis, Esteban Epitope-based T-cell Therapy for Epithelial Tumors CA080782
Chao, Nelson J. Novel Approaches to Stem Cell Transplantation CA047741
Chen, Lieping Experimental Therapy of Cancer by Costimulated Immunity CA085721
Chhikara, Madhu Combination of GM-CSF with TKR Gene Therapy CA099460
Christman, Brian W Chemotherapy Toxicity: Reduction via Urea Cycle Support CA092313
Clark, William A Phosphorylatable Monoclonal Antibodies for Tumor Therapy CA086568
Clarke, Michael F Targeting Programmed Cell Death for Cancer Therapy CA075136
Clay, Tim Redirecting Specificity of Viral Specific T-cells CA095447
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Principal Investigator Title RFA or PA Project ID
Clynes, Raphael A Fc gamma R-enhanced Antigen Presentation--Induction of Tumor Immunity CA094037
Cochran, Jennifer Engineering enhanced EGF mutants by directed evolution CA094796
Cohen, Lorenzo International Center of Traditional Chinese Medicine for Cancer AT03-002 CA108084
Cohen, Peter A CD8+ Helper-independent T-cells in Tumor Therapy CA089511
Coleman, Timothy P Development of a Potent Adenocarcinoma Immunotherapy PA01-091 CA099273
Cooperman, Barry S Ribonucleotide Reductase: A Cancer Chemotherapy Target CA058567
Cravatt, Benjamin F Chemical Approaches for Activity Based Proteomics CA087660
Crews, Phillip O Novel Cytotoxic Natural Products From Marine Sponges CA047135
Crews, Phillip O. Molecular Approaches to Discover Marine Natural Product CA99-100 CA052955
Croteau, Rodney B Biosynthesis of Taxol CA90-16 CA055254
Cullen, Kevin Midcareer Investigator Award CA082238
Czerniecki, Brian J A HER-2/neu-pulsed DC1 Vaccine for Patients with DCIS CA096997
Dadachova, Ekaterina Rhenium-188 Therapy of NIS-expressing Breast Tumors PAR01-045 CA095377
Danforth, David N. Characterization and Regulation of High-risk and Malignant Breast Epithelium SC006663
Dannenberg, Andrew J New Therapy for HER2/neu Positive Breast Cancer CA089578
D’Cruz, Osmond J Metvan: A Novel Anticancer Agent CA099372
De Brabander, Jef K Chemistry and Biology of Salicylate Natural Products CA090349
De, Siddhartha ERET-Based High Throughput Screening Assay for Estrogen Receptor CA099295

Modulators
Demaria, Sandra Tumor Apoptosis as Major Determinant of Immunogenicity CA089336
Dent, Paul Carcinoma Cell Radiosensitization by MAPK Inhibition CA088906
Detty, Michael R Design, Synthesis and Study of New Sensitizers for Photodynamic Therapy CA069155
Disis, Mary Midcareer Investigator Award in Patient Oriented Research CA085218
Disis, Mary L Phase | Trial of a HER2 ICD Plasmid-based DNA Vaccine CA098761
Disis, Mary L. Immunologic Correlates of Immunization for Cancer CA00-001 CA090818
Disis, Mary L. HER2 Vaccination for the Treatment of Cancer PA99-046 CA085374
Diver, Steven T The Total Synthesis of Ambewellamide A CA090603
Emens, Leisha A Chemoimmunotherapy for Breast Cancer Treatment CA098498
Erion, Jack L Receptor Targeted, RGD-Linked, Cytotoxic Peptides CA101279
Esteva, Francisco Liposomal Bcl-2 Antisense Therapy for Solid Tumors CA082119
Fan, Weimin Hormonal Modulation of Taxol Action in Solid Tumors CA092280
Fang, Bingliang Expression of Proapoptotic Genes for Cancer Therapy CA098582
Farquhar, David New Isophosphoramide Mustard Prodrugs CA089386
Finer-Moore, Janet S. Crystallographic Studies of Thymidylate Synthase CA041323
Floss, Heinz G Biosynthesis of Maytansinoids and Analogs CAQ076461
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Principal Investigator Title RFA or PA Project ID
Forster, Anthony Drug Discovery by Mirror Image Ligand Display CA080833
Foster, Thomas H Photophysics of Photodynamic Therapy CA068409
Fukumura, Dai Nitric Oxide in Tumor Angiogenesis, Microcirculation & Radiation Therapy CA096915
Gabrilovich, Dmitry | Correction of Dendritic Cells Defects in Cancer CA084488
Gammans, Richard E Radiation Protection Cancer Therapy with an SODMimetic CA096245
Garbo, Greta M Mechanistic Studies of PDT-Induced Vascular Damage CA051771
Georg, Gunda | Epothilone Affinity Labels CA079641
Georg, Gunda | Tyloindicines: Chemistry and Biology CA090602
Girotti, Albert W. Iron, Nitric Oxide, and Lipid Peroxides in Photodynamic Therapy CA070823
Glazer, Robert | Structure Based Discovery of Akt Inhibitors PARO01-045 CA095378
Glode, LM Cytotoxic Gonadotropin Releasing Hormone Derivatives PA01-091 CA096049
Gomer, Charles J. Photodynamic Therapy Plus Antiangiogenic Therapy CA031230
Gomer, Charles J. Enhancing Photodynamic Therapy with Cox-2 Inhibition CA098971
Gong, Jianlin Antitumor Immunity Induced by Fusion Cells Vaccination CA087057
Gonias, Steven L Urokinase Receptor-initiated Cell Signaling CA094900
Greene, Geoffrey L Development and Characterization of Novel SERMs CA089489
Greene, Mark | Novel Approaches to Cancer Therapy CA089480
Greene, Mark | Receptor-mediated Breast Cancer Therapy CA089481
Grieshaber, Charles K Acetylator-Based Individualized Dosing of Amonadife PAR01-062 CA001924
Grubbs, Clinton Modulation of Mouse Mammary Gland-directed Expression of Peroxisome CN025101

Proliferation
Gudkov, Andrei V Stress-induced Bystander Effect in Cancer Treatment CA088071
Gunatilaka, Leslie Anticancer Agents From Endophytic Fungi of Desert Plants CA090265
Hamblin, Michael R Macrophage-targeted Photodynamic Therapy CA083882
Hamilton, Richard T Smart Probes for Imaging Cancer PARO01-102 CA100977
Herlyn, Dorothee M EGF-RvllIl in Breast Cancer CA090748
Hess, Allan D Invariant Chain Based Vaccine Strategies CA082583
Hnatowich, Donald J Improved Tumor Radiotherapy by MORF Pretargeting CA094994
Hoffman, Timothy Development of GRP Receptor Avid Radiopharmaceuticals CAQ072942
Hong, Keelung Immunliposome Technology for Tumor-targeted Drug/Probe Delivery C0027176
Horwitz, Susan B Diverse Natural Products that Stabilize Microtubules CA083185
Horwitz, Susan B. Taxol--Mechanisms of Action and Resistance CAQ077263
Houghton, Alan N Biological Approaches to the Treatment of Cancer CA033049
Hoye, Thomas R Synthesis and Structure of Antitumor Agents CA076497
Humphreys, Robert E HER-2/neu T-helper/Memory Vaccine for Breast Cancer CA096169
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Hung, Mien-Chie E1A Gene Therapy in Breast Cancer PA93-078 CA058880
Jaffee, Elizabeth M. Antigen-specific Vaccines for Breast Cancer CA99-100 CA072108
Jaffee, Elizabeth M. Chemotherapy Plus Vaccine for Metastatic Breast Cancer CA093714
Janda, Kim D Cell-Penetrating Peptide Agents for Cancer Therapy CA094193
Jansen, Michelle S Estrogen Receptor-beta Signal Transduction Pathway CA092984
Jordan, Mary A Mechanisms of Action of Anti-Mitotic Drugs CA057291
Jove, Richard Molecular Oncology Program Project CA082533
Kasibhatla, Shailaja MX2060: A Novel Apoptosis-Inducing Antitumor Agent CA98-022 CA091811
Katzenellenbogen, John A. Radiopharmaceuticals for Breast Tumor Imaging & Therapy CA025836
Kaumaya, Pravin T. Chimeric and Multivalent HER2 Cancer Vaccine Strategies CA084356
Kaumaya, Pravin T. Phase 1B Active Immunotherapy with HER-2 Multi-Epitope V PA00-047 CA094555
Kern, Francis G. Genetic Mechanisms of Breast Tumor Progression PA96-034 CA050376
Kinghorn, Alan D Novel Strategies for Plant-derived Anticancer Agents CA99-100 CA052956
Kingston, David G. Studies of the Paclitaxel-Tubulin Interaction CA069571
Kishi, Yoshito Synthesis of Antitumor Natural Products CA022215
Kline, Kimberly Human Breast Cancer Cell Growth Inhibition by Vitamin E PA93-112 CA059739
Koch, Tad H New Drugs Targeted to Metastatic Cancer and Angiogenesis CA092107
Kraft, Andrew S Pim 1 Protein Kinase as a Target for Drug Discovery PAR01-045 CA095183
Krag, David N In Vivo Selection of Ligands for Targeted Therapy PA00-047 CA097679
Kuhajda, Francis P Studies of FAS Inhibition in Human Breast Cancer Cells CA087850
Kumar, Rakesh HER?2 Pathway in Breast Cancer Progression and Treatment CA94-04 CA065746
Lake, Douglas F Custom Designed Peptides for Cancer Immunotherapy CA094852
Leahy, Daniel J. Structural Studies of Growth Factor Receptor Function CA090466
Ledbetter, Jeffrey A Gene Therapy with mAb Drivatives Expressed on Tumors PAR99-009 CA090143
Lee, Sam W DDR1 in p53-Mediated Suppression and in Breast Cancer CA097216
Lee, Wes Stem Cell-derived Immunotherapy CA080025
Lee, William M Mechanisms of Tumor Rejection CAOQ77851
Lee, William M Transgenic Mice as Models for Antivascular Therapy PAR02-051 CA099519
Lee, Yong J Metabolic Oxidative Stress and Trail Cytotoxicity CA095191
Li, Chuan-Yuan Hyperthermia-Mediated Gene Therapy Approach for Cancer CA081512
Liao, Dezhong J c-Myc Growth Factor and Breast Cancer PA99-162 CA100864
Lum, Lawrence G Breast Cancer Treatment with Antibody Targeted T-cells PA99-046 CA092344
Lustgarten, Joseph Antibody Mediated T-cell Recognition for Cancer Therapy CA078579
Lyerly, Herbert Kim Translational Research in Surgical Oncology CA093245

B-80

Appendix B: NCI-Supported Research Projects Relevant to Breast Cancer



http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55385
http://grants2.nih.gov/grants/guide/pa-files/PA-93-078.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57018
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58534
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54234
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56720
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58520
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55888
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53851
http://grants1.nih.gov/grants/guide/rfa-files/RFA-CA-98-022.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53579
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54560
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56143
http://grants.nih.gov/grants/guide/pa-files/PA-00-047.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54874
http://grants2.nih.gov/grants/guide/pa-files/PA-96-034.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57598
http://grants.nih.gov/grants/guide/pa-files/PAR-99-100.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55228
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54032
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54632
http://grants2.nih.gov/grants/guide/pa-files/PA-93-112.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53304
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55070
http://grants.nih.gov/grants/guide/pa-files/PAR-01-045.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58868
http://grants.nih.gov/grants/guide/pa-files/PA-00-047.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57393
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59729
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-94-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57406
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57050
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57058
http://grants.nih.gov/grants/guide/pa-files/PAR-99-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58173
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59157
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58095
http://grants1.nih.gov/grants/guide/pa-files/PAR-02-051.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57797
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59742
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55331
http://grants.nih.gov/grants/guide/pa-files/PA-99-162.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56879
http://grants1.nih.gov/grants/guide/pa-files/PA-99-046.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53366
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54357

Report of the Breast Cancer Progress Review Group October 2004
Principal Investigator Title RFA or PA Project ID
Lyerly, Herbert Kim Dendritic Cell Mobilization and Active Immunotherapy CA089573
Manni, Andrea Polyamines and Breast Cancer Biology CA098237
Marquez, Victor E. Enzyme Inhibitors as Potential Anticancer and Antiviral Drugs BC006176
Matrisian, Lynn M Developing the Coral Implant Model of Bone Metastasis CA03-013 CA103079
Mc Donagh, Kevin T Murine Models of Genetic Immunotherapy with a p185/HER2 Chimeric TCR CA092488
McDonnell, Donald P. Development of Peptide Antagonists of Estrogen Signaling CA090645
McGough, Robert J Thermal Therapy with Hybrid Radiofrequency/Ultrasound Phased Arrays CA093669
McGuire, John J Folylpolyglutamate Synthetase in Cancer Chemotherapy CA043500
Mckee, Mark CEA-directed cancer treatment with gene-modified T-cells CA096775
McMurray, John S The Development of STAT3 Inhibitors. CA096652
McNiece, lan K. Ex Vivo Expanded Cord Blood Cells CA088878
Medina-Kauwe, Lali K Herequlin-targeted Protein Uptake for Breast Cancer CA102126
Meruelo, Daniel Targetable Vectors for Gene Therapy CA068498
Mikovits, Judy A Development of Inhibitors of the DNA Methylation Process CA090013
Mikovits, Judy A Development of DNA Methyltransferase Inhibitors as Anticancer Agents PA01-091 CA092828
Mitchell, Beverly S Nucleoside and Nucleotide Metabolizing Enzymes CA034085
Mo, Yin-Yuan Ubc9 as a Novel Target for Cancer Therapy CA102630
Molinski, Tadeusz F. Natural Product Antitumor Inducers of Apoptosis CA085602
Momand, Jamil A Response of p53 Promoter to Hydrogen Peroxide CA101757
Morgan, Lee R Derivatives of Demethylpenclomedine:Anticancer Agents CA085021
Moriarity, Debra M Potential New Breast Cancer Drugs From Tropical Plants CA101874
Moros, Eduardo G Ultrasound Systems for Simultaneous Thermoradiotherapy CA063121
Moros, Eduardo G Simultaneous Thermoradiotherapy for Breast Carcinoma CA071638
Morris, John C. Approaches to Enhance Cancer Gene Therapy SC010294
Morrison, Sherie L AB Fusion Proteins as Systemic Brain Delivery Vehicles CA087990
Mule, James J Therapeutic Studies--Dendritic Cell-based Cancer Vaccine CA071669
Mule, James J Direct Intratumoral Administration of Dendritic Cells CA087019
Munro, John J High Dose Rate Brachytherapy System Using Ytterbium-169 CA097581
Needham, David Thermally Sensitive Drug Delivery System for Tumors CA087630
Nishimura, Michael | Animal Model for HER-2/neu Specific TCR Gene Transfer CA102280
Norris, James S Viral Vector CORE Facility PAR99-127 CA088163
Oberley, Larry W Oxidative Events in Cancer Therapy CA066081
Ojeifo, John Combined Gene Therapy for Metastatic Breast Cancer CA085502
Ojeifo, John O Combined Gene Therapy for Metastatic Breast Cancer CA093495
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Ojima, lwao Taxane and Taxoid Chemotherapeutic Agents CA103314
Overmoyer, Beth Translational Research in Breast Cancer CA087725
Palucka, A Karolina Dendritic Cells and Breast Cancer Immunity CA089440
Paquette, Leo A Tumor Remission--Taxol and Close Analogs via Synthesis CA083830
Park, Chung S Lipotropes Stimulates Breast Cancer Cell Death PA99-062 CA098016
Pierce, Lori J Intensity-Modulated Radation Therapy in the Treatment of Node-Positive PARO03-005 CA099254

Breast Cancer
Pizzo, Salvatore V Modulation of Angiogenesis via the Angiostatin Receptor CA086344
Pollack, Jonathan R Role of Gene Amplification in Breast Cancer CA097139
Polunovsky, Vitaly Translational Apparatus as a Target for Drug Discovery CA00-002 CA091220
Pommier, Yves DNA Topoisomerases as Targets of Action for Anticancer Drugs BC006161
Porter, Carl W Antiproliferative Potential of Polyamine Catabolism CA076428
Posner, Gary H Chemoprevention/Therapy Using Non-calcemic Vitamin D CA093547
Ranheim, Erik A Dissection of the Anti-Tumor Immune Response CA090450
Raubitschek, Andrew A Bioengineered Antibodies in Cancer Imaging and Therapy CA043904
Ravetch, Jeffrey V Molecular Aspects of Antitumor Antibodies CA080757
Reiss, Michael TGF-beta Receptor Antagonists as Anticancer Agents CA00-002 CA094431
Richardson, Rachel Glucose Metabolism on Tumor pO2 CA096331
Rock, Cheryl L Hormones During Weight Loss in Breast Cancer Survivors PAR02-037 CA101489
Rodgers, Michael A Photothermal Sensitization of Biological Systems CA091027
Roller, Peter P. Polypeptide Inhibitors of Cell Cycle Proliferation BC007354
Roninson, Igor B Function-based Selection of Target Genes in Tumor Cells PARO01-106 CA095996
Rosenzweig, Steven A Inhibition of IGF-mediated Tumorigenesis CA078887
Ross, Gordon D. Targeting of Phagocyte & NK Cell CR3 to Tumor-Bound IC3B PA95-064 CA086412
Rowinsky, Eric K ErbB1 and ErbB2 Blockade in Advanced Breast Cancer PA00-047 CA099250
Sabel, Michael Neoadjuvant Cytokine Immunotherapy by PLA Microspheres CA102602
Salazar, Lupe G T-cell Memory After Immunization with a HER2 DNA Vaccine CA100691
Schlorff, Jaime L Conformal Heat and Brachytherapy Surface Applicator CA104061
Schmidt-Ullrich, Rupert K Genetic Modulation of Cellular Radiation Responses CA072955
Schor, Nina Targeted Therapy for Chemoresistant Tumors CA074289
Schwartz, Edward L Anti-Angiogenic Actions of Taxotere CA098456
Sebti, Said M Targeted Intervention of Breast Oncogenic Pathways CA098473
Shaw, Michael K Immune Reconstitution After Transplantion CA082884
Sherman, David H. Combinatorial Creation of New Anticancer Agents CA98-009 CA083155
Sherman, Simon Immunogenic Tumor Associated Mucin Peptides CA084106
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Sidell, Neil Phenylacetate--Novel Therapeutic Uses in Breast Cancer CA085589
Siebers, Jeffrey Optimized Intensity-Modulated Radation Therapy (IMRT) Incorporating Beam CA098524
Delivery
Siemann, Dietmar W Enhancing Radiation Therapy: Vascular Targeting Agents CA084408
Sorensen, Erik J Synthesis of WS9885B, a Novel Cytotoxic Tubulin Binder CA085526
Stauffer, Paul Radiometry Controlled Conformal Array Heat Applicator CA070761
Strange, Robert Akt 1 and Mammary Cell Survival During the Estrus Cycle CA085669
Struck, Robert F. Development of New Antitumor Agents CA034200
Subjeck, John R Heat Shock Protein and Thermal Therapy of Cancer CA094045
Subjeck, John R Hsp110 Family and Its Role in Cancer Therapy CA099326
Sukhatme, Vikas P Generation of Antiangiogenic Activity for Cancer Treat. CA098948
Sun, Luzhe Z TGF-beta Receptor and Tumor Progression CA079683
Swain, Sandra M. Inflammatory Breast Cancer SC010097
Swain, Sandra M. Developmental Therapeutics BC010435
Swanson, Steven M Role of Growth Hormone in Breast Cancer CA099904
Tang, Careen K Coexpression of EGFRVII/ErbB2 in Human Breast Cancer CA088871
Tempero, Margaret A Mechanism-Based Evaluations of ErbB-Targeted Agents CA00-001 CA090788
Thomas, Darby Modified Herpesvirus HSV1 1716 for Cancer Therapy CA093034
Thomas, T J Polyamine Analogs in Anti-gene Therapy for Breast Cancer CA073058
Thomas, T J Novel Oligonucleotide Delivery Vehicles for Gene Tharapy CA080163
Thomas, Thresia Role of Polyamines in Estrogen Function in Breast Cancer CA042439
Thompson, Lilian U Effects of Flaxseed and Tamoxifen in Breast Cancer PAR02-040 CA100630
Toole, Bryan P Perturbation of Hyaluronan Function in Cancer CA082867
Toppmeyer, Deborah L Phase Il Doxorubicin/Vinorelbine in p53 Wild Type Breast Cancer CA095275
Vetvicka, Vaclav Regulation of Breast Cancer Growth by Activation Peptide CA082159
Wagner, Carston R Studies of Phosphoramidate Pronucleotides CA089615
Waurzyniak, Barbara Cobra-1: A Novel Tubulin Depolymerizing Anticancer Agent CA101484
Wei, Wei-Zen Development of ErbB2 Based Breast Cancer Vaccines CA076340
Weinberg, Andrew D To Understand/Augment OX40-Mediated Tumor Immunotherapy CA102577
Weiner, Louis M. Antibody-targeted NK Cell Activation for Cancer Therapy CA050633
Wellstein, Anton Inhibition of the ALK Receptor Kinase CA101811
Wheatley, Margaret A Contrast Enhanced Ultrasound with Therapeutic Modality PA01-030 CA102238
Whitacre, Cecilia Detachment Sensitizes Cells to Topoisomerase Inhibitors CA077065
Williams, Robert M. Total Synthesis and Biosynthesis of Bioactive Substances CAQ070375
Wimalasena, Jay Apoptosis & Cell Cycle in Breast & Ovarian Cancer Cells CA084048
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53390
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59290
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54208
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55761
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59550
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54887
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56215
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57433
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58795
http://grants.nih.gov/grants/guide/pa-files/PA-01-030.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56193
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58183
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Principal Investigator Title RFA or PA Project ID
Woster, Patrick M Antineoplastic Polyamine Analogues CA085509
Wulf, Gerburg Role of the Prolylisomerase Pin1 in Oncogenesis CA093655
Xu, Hao-Peng A Novel Gene, Wth3, and Multidrug Resistance CA090443
Yang, Lily IAPs as Novel Targets for Cancer Therapy CA095643
Yarden, Yosef ErbB2-ErbB3 Heterodimeric Receptor of Carcinomas CA072981
Yee, Douglas Targeting the IGF System in Breast Cancer CA074285
Yee, Douglas Treatment of Breast Cancer with IGFBP1 CA089652
Zalutsky, Michael R Astatine and lodine Radiolabeled Monoclonal Antibodies CA042324

Table B-34

NCI Projects Supported in 2003 Addressing the PRG Priority: How can we facilitate the design and
conduct of large clinical trials in breast cancer, focusing on the endpoints of: 1. Longer disease-free
and overall survival. 2. Reduced treatment toxicity 3. Reduced breast cancer incidence. 4. Ease of
delivery to the entire population (including rural patients, the elderly, the economically-disadvantaged,
and members of minority groups)?

Principal Investigator Title RFA or PA Project ID
Adams-Campbell, Lucile L D.C. United Minority-based CCOP CA01-005 CA091105
Ansari, Rafat H Northern Indiana Cancer Research Consortium CCOP CA03-011 CA086726
Atkins, James N Southeast Cancer Control Consortium, Inc CA99-006 CA045808
Atkins, Michael B Eastern Cooperative Oncology Group CA080775
Bach, Peter A New Functional Evaluation Tool for Cancer Care CA086968
Baez, Luis San Juan Minority-Based Community Clinical Oncology Program CA03-012 CA052667
Bains, Yadvindera Evaluating Cancer Disparities Among Hispanic Communities CA02-002 CA099038
Banerjee, Tarit K Marshfield Community Clinical Oncology Program CA03-011 CA035412
Bearden, James D Upstate Carolina Community Clinical Oncology Program CA01-004 CA035119
Benson, Al B Eastern Cooperative Oncology Group Clinical Trials CA017145
Bernath, Albert M Geisinger Clinical Oncology Program CA03-011 CA035448
Bjornsti, Mary-Ann Mechanisms of Suppressing Camptothecin Toxicity CA070406
Bryant, John L Clinical Oncology Program Biostatistical Center CA01-004 CA069974
Bryant, John L Biostatistical Center for the NSABP PA99-058 CA069651
Buckner, Jan C North Central Cancer Treatment Group PA99-058 CA025224
Cobb, Patrick W Montana Cancer Consortium CA03-011 CA067575
Colman, Lauren K. Northwest Community Clinical Oncology Program CA03-011 CA035281
Comis, Robert L ECOG CCOP Research Base CA99-006 CA037403
Comis, Robert L Eastern Cooperative Oncology Group Operations Office CA021115
Comis, Robert L Eastern Cooperative Oncology Group Chair’s Office CA086802
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57683
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59320
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55838
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53101
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54219
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55534
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55855
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54766
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59584
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54767
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56846
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54596
http://grants1.nih.gov/grants/guide/rfa-files/RFA-CA-03-012.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59178
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-002.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54580
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55422
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56096
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57775
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52870
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56881
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56867
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53860
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58029
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53011
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53577
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54630
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56596
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Principal Investigator Title RFA or PA Project ID
Conrad, Marcel E Minority-Based Community Clinical Oncology Program CA99-009 CA052654
Cooke, Jesse Breast Cancer Patients’ Treatment Preferences CA103136
Cote, Richard J Bone Marrow & Sentinel Node Micrometastases in Breast Cancer PA98-099 CA085840
Dakhil, Shaker R Community Clinical Oncology Program CA99-006 CA035431
Dalton, Robert J Duluth Community Clincial Oncology Program CA99-006 CA035269
Decker, David A Beaumont Community Clinical Oncology Program CA02-003 CA095860
Dodd, Marylin J Exercise--An Intervention for Fatigue in Cancer Patients CA083316
Ellerton, John A Southern Nevada Cancer Research Foundation--CCOP CA02-003 CA035421
Engstrom, Paul F Fox Chase Cancer Center CCOP-Research Base Program CA03-011 CA101178
Erban, John K Eastern Cooperative Oncology Group CA007190
Feusner, James H Bay Area Tumor Institute CCOP CA02-003 CA045461
Fisher, Richard | Southwest Oncology Group CA011083
Fitch, Tom R Scottsdale Community Clinical Oncology Program CA01-004 CA060276
Flynn, Patrick J Metro Minnesota Community Clinical Oncology Program CA99-006 CA035267
Forastiere, Arlene A Eastern Cooperative Oncology Group CA016116
Fracasso, Paula M Overcoming Barriers to Early Phase Clinical Trials CA03-501 CA101725
Gelber, Richard D International Breast Cancer Study Group Statistical Center--A Breast Cancer CA075362

Study Resource
Giguere, Jeffrey K Greenville, South Carolina CCOP CA01-004 CA067663
Gilbert, Jill Lsuhsc Minority-Based Community Clinical Oncology CA01-005 CA063845
Gilman, Paul B Mainline Health CCOP CA02-003 CA063847
Goldstein, Lori J Eastern Cooperative Oncology Group CA027525
Goodwin, J. W Ozarks Regional Community Clinical Oncology Program CA98-020 CA045560
Gray, Robert J ECOG Statistical Office CA023318
Gray, Robert J ECOG Statistical Center--Data Management Office CA066636
Gross, Cary Barriers to Enrolling the Elderly in Cancer Trials CA090402
Gross, Howard M Dayton Clinical Oncology Program CA98-020 CA035090
Grubbs, Stephen Scott Christiana Care CCOP CA02-003 CA045418
Gustafson, Daniel Predictive Models for Combination Cancer Chemotherapy CA075955
Habermann, Thomas M Eastern Cooperative Oncology Group CA013650
Haller, Daniel G Eastern Cooperative Oncology Group CA015488
Henry, Patrick H St.Louis-Cape Girardeau CCOP CA02-003 CA035128
Heron, Dwight E UPMC McKeesport Hospital/ Radiation Oncology Minorities Qutreach Group CA03-018 CA105486
Hershman, Dawn Osteoporosis Prevention in Early Stage Breast Cancer CA095597
Ibbott, Geoffrey S Radiological Physics Center CA010953
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59788
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54514
http://grants2.nih.gov/grants/guide/pa-files/PA-98-099.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58871
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53830
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54031
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57551
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53019
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55588
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56093
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55307
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56401
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54823
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53879
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54793
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54240
http://grants.nih.gov/grants/guide/notice-files/NOT-CA-02-017.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54067
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54067
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54626
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56528
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54027
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56664
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57884
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55767
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54629
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56877
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57996
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55284
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57790
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59228
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59599
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-018.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57963
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54348
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Issell, Brian F Hawaii Minority-Based CCOP CA99-009 CA063844
Jacobs, Andrew D Virginia Mason Community Clinical Oncology Program CA99-006 CA035192
Johnson, David H Eastern Cooperative Oncology Group CA049957
Kardinal, Carl G Ochsner Community Clinical Oncology Program CA99-006 CA035272
Keiser, LW Santa Rosa Memorial Hospital Regional CCOP CA03-011 CA063850
King, David K Western Regional Community Clinical Oncology Program CA03-011 CA035262
Kirkwood, John M Eastern Cooperative Oncology Group CA039229
Kirshner, Jeffrey J Syracuse Hematology-Oncology CCOP CA98-020 CA045389
Kish, Julie A ECOG Institution Grant CA073590
Kuebler, J P Columbus Community Clinical Oncology Program CA99-006 CA035261
Kugler, John W lllinois Oncology Research Association CCOP CA98-020 CA035113
Lad, Thomas E Minority-Based Community Clinical Oncology Program CA03-012 CAO074811
Lanier, Keith S Columbia River Oncology Program CA98-020 CA045377
Levitt, Ralph Meritcare Hospital Community Clinical Oncology Program CA98-020 CA037417
Lilenbaum, Rogerio C. Mount Sinai Community Clinical Oncology Program CA02-003 CA045564
Locker, Gershon Y Community Clinical Oncology Program CA03-011 CA035199
Lockhart, James B Oklahoma Community Clinical Oncology Program (CCOP) CA03-011 CA045459
Loehrer, Patrick J Eastern Cooperative Oncology Group CA049883
Loprinzi, Charles L Community Clinical Oncology Program CA01-004 CA037404
Lord, Raymond S Kalamazoo Community Clinical Oncology Program CA01-004 CA035184
Love, Richard R Adjuvant Hormonal Therapy in Vietnamese Breast Cancer CA064339
Mailliard, James A Missouri Valley Cancer Consortium CCOP CA02-003 CA063849
Mansour, Edward G Eastern Cooperative Oncology Group Studies CA014548
Margolese, Richard G Primary Breast Cancer Therapy Group PA99-058 CA020156
Moros, Eduardo G Simultaneous Thermoradiotherapy for Breast Carcinoma CA071638
Morrow, Gary R University of Rochester-CCOP Research Base CA01-004 CA037420
Morton, Roscoe F lowa Oncology Research Association CA01-004 CA035101
Pajon, Eduardo R. CCOP--Colorado Cancer Research Program CA01-004 CA067753
Paradelo, Jorge C Kansas City Community Clinical Oncology Program CA99-006 CA035176
Pater, Joseph L Canada Clinical Trails Group Contribution to NCI Program CA077202
Petereit, Daniel G Enhancing Native American Participation in Radiation Therapy Trials CA02-002 CA099010
Roberts, John D. VCU Minority-Based CCOP CA99-009 CA052784
Robidoux, Andre NSABP Main Member PA99-058 CA044066
Rosenbluth, Richard J Northern New Jersey Community Clinical Oncology Program CA02-003 CA035096
Rowland, Kendrith Carle Cancer Center Community Clinical Oncology Program CA03-011 CA035195
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56824
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52933
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57654
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55034
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53312
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54569
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56866
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54319
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55865
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52997
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52963
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58484
http://grants1.nih.gov/grants/guide/rfa-files/RFA-CA-03-012.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54886
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53203
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-020.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54193
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53716
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54972
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56413
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55799
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53112
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59314
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53535
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53927
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54483
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53336
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57267
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55064
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57669
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54872
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58463
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58368
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-002.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54146
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54256
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53365
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58206
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
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Saphner, Thomas J St. Vincent Hospital Regional Cancer Center CCOP CA02-003 CA095968
Schaefer, Paul L Toledo Community Clinical Oncology Program CA99-006 CA035415
Schilsky, Richard L. CALGB Studies of Breast Cancer in the Elderly PA99-058 CA085850
Scholnik, Aaron P NSABP Member: Michigan State University PA99-058 CA028837
Seay, Thomas E Atlanta Regional Community Clinical Oncology Program CA98-020 CA045450
Slabber, Coenraad F Eastern Cooperative Oncology Group CA059307
Sparano, Joseph Eastern Cooperative Oncology Group CA014958
Steinberg, Michael L Urban Latino African American Cancer Disparities Project CA03-018 CA105389
Stella, Philip J Ann Arbor Regional CCOP CA02-003 CA063848
Stewart, James A Eastern Cooperative Oncology Group--Wisconsin Studies CA021076
Therasse, Patrick EORTC Data Center PA99-058 CA011488
Tschetter, Loren K Sioux Community Cancer Consortium CA98-020 CA035103
Vinciguerra, Vincent P North Shore Community Clinical Oncology Program CA99-006 CA035279
Wade, James L Central lllinois Community Clinical Oncology Program CA99-006 CA045807
Wells, Samuel A American College of Surgeons Oncology Group PA99-058 CAQ076001
Wells, Samuel A ACOSOG Statistics and Data Coordinating Center PA99-058 CA086004
Wiernik, Peter H Minority Based Community Clinical Oncology Program CA01-005 CA091151
Wiesenfeld, Martin Cedar Rapids Oncology Project CA03-011 CA052352
Willman, Cheryl L. New Mexico Minority Based Community Clinical Oncology Program CA99-009 CA086780
Wolmark, Norman Community Clinical Oncology Program CA01-004 CA037377
Wolmark, Norman National Surgical Adjuvant Breast and Bowel Project PA99-058 CA012027
Wong, Lucas J Scott and White Community Clinical Oncology Program CA03-011 CA074647
Yost, Kathleen Grand Rapids Clinical Oncology Program CA99-006 CA035178
Zaren, Howard A Cook County Hospital. Department of Surgery. Minority-based CCOP CA02-004 CA095867

Table B-35

NCI Projects Supported in 2003 Addressing the PRG Priority: How can we develop the expertise
required for modern clinical investigation?

Principal Investigator Title RFA or PA Project ID
Aaronson, Stuart Training Program In Cancer Biology CA078207
Abeloff, Martin D Howard/Hopkins Cancer Centers Partnership CA01-002 CA091409
Adams-Campbell, Lucile L Howard/Hopkins Cancer Center Partnership CA01-002 CA091431
Adunyah, Samuel E. Comprehensive Mehary Medical College/Vanderbelt-Ingram Cancer Center CA01-002 CA091408

Cancer Research Partnership
Arteaga, Carlos L Training Program in Breast Cancer Research CA078136
Band, Vimla Research Training in Oncology CA009429
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http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53583
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http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-018.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58869
http://grants.nih.gov/grants/guide/rfa-files/rfa-ca-02-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56733
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54719
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55763
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-020.html
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http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57795
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54332
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56229
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54492
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53311
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56221
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54278
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53954
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53040
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-03-011.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56496
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57849
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-02-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54798
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-002.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54765
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-002.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55158
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55158
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-002.html
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Principal Investigator Title RFA or PA Project ID
Barcellos-Hoff, Mary-Helen H Gordon Research Conference on Mammary Gland Biology CA090303
Bearman, Scott Clinical Research in Stem Cell Transplantation CA081408
Boldt, David Training Program In Academic Medical Oncology/Hematology CA009434
Brennan, Murray F Surgical Oncology Research Training Grant CA009501
Brodeur, Garrett Cancer Research Training Program CA009615
Caligiuri, Michael A Onocology Training Grant CA009338
Cardiff, Robert D Preclinical Models of Breast Cancer CA104880
Chen, Moon S Asian American Network for Cancer Awareness, Research & Training CA99-003 CA086322
Coltman, Charles A Breast Cancer Symposium CA083702
Comis, Robert L ECOG CCOP Research Base CA99-006 CA037403
Creek, Kim E Training of Claflin University Minorities at the USC Cancer Center CA03-009 CA096427
Fitzgerald, Thomas J Quality Assurance Review Center (QARC) PA99-058 CA029511
Fuqua, Suzanne A Translational Breast Cancer Research Training Program CA090221
Gany, Francesca Cancer Awareness Network for Immigrant Minority Population CA99-003 CA086286
Henry-Tillman, Ronda Arkansas Special Populations Access Network (A-SPAN) CA99-003 CA086081
Holmgren, Robert A Training Program in Oncogenesis & Development Biology CA080621
Hubbell, F A Pacific Islander Cancer Control Network CA99-003 CA086073
Jove, Richard Molecular Oncology Program Project CA082533
Kosorok, Michael R Semiparametric and Empirical Process Methods in Oncology CA075142
Lemkin, Peter F. MicroArray Explorer for the Data Mining of Expression Profiles of DNA BC010303

Microarrays
Lopez-Berestein, Gabriel G PRCC/MDACC: Partners for Excellence in Cancer Research CA02-005 CA096300
Lopez-Enriquez, Reynold PRCC/MDACC:Partners for Excellence in Cancer Research CA02-005 CA096297
Louis, David N. Molecular Immunology and Tumor Biology CA009216
Love, Susan M. The Breast Cancer 101 Conference CA101779
Lyerly, Herbert Kim Translational Research in Surgical Oncology CA093245
Macher, Bruce A SFSU/UCSF Comprehensive Cancer Partnership Program CA02-007 CA096217
Mc Macken, Roger L Training in Areas Fundamental to Cancer Research CA009110
Moses, Harold L Comprehensive Mehary Medical College/Vanderbelt-Ingram Cancer Center CA01-002 CA091405

Cancer Research Partnership
Nail, Lillian Clinical Research in Supportive Care for Cancer CA091442
Overmoyer, Beth Translational Research in Breast Cancer CA087725
Partridge, Edward E Deep South Network for Cancer Control CA99-003 CA086128
Pitha-Rowe, Paula M Molecular Targets for Cancer Detection and Treatment CA009071
Rakowski, William Diverse Screening Histories--Persons. Groups. Behaviors CA090485
Ramirez, Amelie G Redes En Accion--Cancer Awareness, Training and Research CA99-003 CA086117
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54182
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53182
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56584
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57675
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57673
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-99-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59263
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53577
http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-99-006.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52945
http://grants1.nih.gov/grants/guide/notice-files/NOT-CA-03-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57904
http://grants2.nih.gov/grants/guide/pa-files/PA-99-058.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56023
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53132
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-99-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57998
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-99-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56510
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54354
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-99-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55888
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56715
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65074
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65074
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59496
http://grants.nih.gov/grants/guide/notice-files/NOT-CA-02-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59407
http://grants.nih.gov/grants/guide/notice-files/NOT-CA-02-005.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56257
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58156
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54357
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57123
http://grants1.nih.gov/grants/guide/rfa-files/RFA-CA-02-007.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59695
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56442
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56442
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-002.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46490
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54835
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-99-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54799
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=45958
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55558
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-99-003.html
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Principal Investigator Title RFA or PA Project ID
Ramirez-Marrero, Farah A University of Puerto Rico-Roswell Park Cancer Partnership CA03-009 CA096257
Roach, Mack SESU/UCSFE Comprehensive Cancer Partnership Program CA02-007 CA096216
Rosen, Steven T Clinical Oncology Research Training Program CAO079447
Sartor, Carolyn L Role of HER4 as Differentiation Factor in Breast Cancer CA083753
Satcher, David National Black Leadership Initiative on Cancer ll: Cancer Control, Research CA99-003 CA086274
and Training Network
Silliman, Rebecca Cancer Control in Older Adults CA092395
Steinberg, Michael L Urban Latino African American Cancer Disparities Project CA03-018 CA105389
Strom, Brian L Cancer Clinical Epidemiology Training Grant CA009679
Takimoto, Chris Physician Scientist Training Grant In Oncology CA001723
Tornai, Martin P Workshop on the Nuclear Radiology of Breast Cancer CA100761
Weissfeld, Lisa A Nrsa Institutional Training Grant CA082087
Wilding, George Physician Scientist Training in Cancer Medicine CA009614

Table B-36

NCI Projects Supported in 2003 Addressing the PRG Priority: How can we learn more about the biology
of breast cancer for the purpose of predicting clinical course and predicting response to therapy?

Principal Investigator Title RFA or PA Project ID
Adriance, Melissa Minority Predoctoral Fellowship Program CA090205
Au, Jessie L.-S. EGF: A Mechanism of Acquired Multidrug Resistance CA097067
Ben-Eliyahu, Shamgar Mechanisms and Prevention of Surgery-Induced Metastasis PA93-009 CA073056
Benz, Christopher C Therapeutic Modulation of Breast Cancer Oncogenes CA036773
Benz, Christopher C Defective Estrogen Receptors in Breast Tumors CA071468
Biaglow, John E Redox Control of Radiation Response CA044982
Boucher, Yves Viral Vectors in Tumors: Effects of Taxol and Radiation CA098706
Bouton, Amy H Mechanisms of Breast Cancer Cell Growth & Tumorigenicity CA096846
Bromberg, Jacqueline F Role of STAT3 in Breast Cancer Tumorigenesis CA087637
Caligiuri, Michael A. Cancer and Leukemia Group B--Leukemia Correlative Science CA101140
Cance, William G. Focal Adhesion Kinase--Tumor Biology and Therapeutics PA92-81 CA065910
Cardiff, Robert D Preclinical Models of Breast Cancer CA104880
Chambers, Timothy C Stress-Activated Protein Kinases and Chemotherapy CA075577
Chang, Helena R Ethnicity-Based Proteomic Biomarkers in Breast Cancer CA093736
Cheng, Jin Q AKT1 Oncogene in Carcinogenesis CA089242
Chodosh, Lewis A. Mechanisms of Progression in c-Myc-induced Breast Cancer CA093719
Clynes, Raphael A Fc gamma R-enhanced Antigen Presentation--Induction of Tumor Immunity CA094037
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59209
http://grants1.nih.gov/grants/guide/notice-files/NOT-CA-03-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56567
http://grants1.nih.gov/grants/guide/rfa-files/RFA-CA-02-007.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56993
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54383
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53049
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53049
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-99-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46166
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59005
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-03-018.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58080
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55237
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59346
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=45916
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59058
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53125
http://grants2.nih.gov/grants/guide/pa-files/PA-93-009.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55370
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55881
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58111
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56958
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53176
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53794
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57042
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59794
http://grants2.nih.gov/grants/guide/pa-files/PA-92-081.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57675
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58257
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59367
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55870
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56647
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57941
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Principal Investigator Title RFA or PA Project ID
Colvin, Oliver M Pharmacology of Cyclophosphamide and Other Alkylators CA016783
Constantinou, Andreas | Mechanism(s) of Antitumor Action of Tamoxifen and Soy AT00-004 CA096517
Cuttitta, Frank Identification of Peptide Growth Factors That Regulate Human Tumor SC000173

Proliferation
Dang, Chi V c-MYC--Transcription and Apoptosis CA051497
De Luca, Luigi M. Retinoids in Differentiation and Neoplasia BC004798
Demichele, Angela Age, Cell Cycle Markers and Breast Cancer Outcomes CA081009
Dewhirst, Mark W. Heat and Radiation Effects on Tumor Microcirulation CA040355
Diasio, Robert B Genetic Polymorphism of Dihydropyrimidine Dehydrogenase PA92-69 CA062164
Dignam, James Obesity and Outcomes After Early Stage Breast Cancer PA01-021 CA099508
Disis, Mary Midcareer Investigator Award in Patient Oriented Research CA085218
Erickson, Leonard C Two Photon Imaging of Drug Uptake Efflux and Modulation CA096839
Fabian, Carol A Study to Identify Biomarker Modulation by Cyclooxygenase-2 (COX-2) CN015135

Inhibitors in Breast Tissue of Premenopausal Women
Fang, Bingliang Expression of Proapoptotic Genes for Cancer Therapy CA098582
Fenton, Bruce M Tumor Oxygenation, Vascularization. and Radioresponse CA052586
Finn, Olivera J. T-cell Immunity to Epithelial Tumor Mucins PA95-064 CA056103
Fleming, Timothy P Mammaglobin as a Marker for Breast Cancer Detection PAQ03-003 CA098021
Fornace, Albert J. Molecular Biology of Cellular Injury BC007184
Fuqua, Suzanne A A Hypersensitive Estrogen Receptor-alpha Mutant in Breast Cancer CA072038

Progression
Furmanski, Philip Determinants of Treatment Response in Cancers CA096809
Futscher, Bernard W. Genomic Methylation--Mechanism to Alter Tumor Phenotypes CA065662
Gillies, Robert J Causes and Consequences of Acid pH in Tumors CAQ77575
Girotti, Albert W. Iron, Nitric Oxide, and Lipid Peroxides in Photodynamic Therapy CA070823
Gomer, Charles J. Enhancing Photodynamic Therapy with Cox-2 Inhibition CA098971
Hahn, William C New Models of Human Cancer CA094223
Hait, William N. Regulation of Multidrug Resistance Phenotype CA066077
Hayes, Daniel F Correlative Studies of ErbB-2/HER2 and p53 in a CALGB Protocol PA98-099 CA092461
Hershman, Dawn Osteoporosis Prevention in Early Stage Breast Cancer CA095597
Jove, Richard Molecular Oncology Program Project CA082533
Katzenellenbogen, Benita S. Antiestrogens--Mechanism of Antagonist Action CA018119
Kaufman, David G Estrogens, Paracrine Factors, and Endometrial Cancer CA096960
Kumar, Rakesh F Targeting Urokinase Pathway for Breast Cancer Therapy CA088923
Kushner, Peter J Gene Activation by Antiestrogens Used in Cancer Therapy CA080210
Law, Brian K Rapamycin Potentiates TGF-beta Tumor Suppressor Function CA093651
Lee, Jiing-Dwan Novel Effectors in ErbB3 Mediated Signaling PAR01-045 CA095353
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55857
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58809
http://grants1.nih.gov/grants/guide/rfa-files/RFA-AT-00-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65063
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65063
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57032
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64795
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57778
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56291
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54522
http://grants2.nih.gov/grants/guide/pa-files/PA-92-069.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59511
http://grants.nih.gov/grants/guide/pa-files/PA-01-021.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56918
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64484
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64484
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55387
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56910
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55109
http://grants2.nih.gov/grants/guide/pa-files/PA-95-064.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59445
http://grants.nih.gov/grants/guide/pa-files/PA-03-003.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=64781
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55587
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55587
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54578
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58149
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58150
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55561
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56798
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56160
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53391
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55720
http://grants2.nih.gov/grants/guide/pa-files/PA-98-099.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57963
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55888
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54062
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55290
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53726
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57532
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57177
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55133
http://grants.nih.gov/grants/guide/pa-files/PAR-01-045.html
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Principal Investigator Title RFA or PA Project ID
Liu, Jingwen Regqulation of Breast Cancer Cell Growth by Oncostatin M CA083648
Lopez, Deanna M Cell-mediated Immunity in Mammary Tumor Models CA025583
Manni, Andrea Polyamines and Breast Cancer Biology CA098237
Marassi, Francesca M Structure of Mammary Tumor MAT8 and the FXYD Proteins PA99-004 CA082864
Mc Cubrey, James A Ras/Raf & PI3K/Akt-induced Breast Cancer Drug Resistance CA098195
McGuire, John J Eolvlpolyglutamate Synthetase in Cancer Chemotherapy CA043500
Medina-Kauwe, Lali K Herequlin-targeted Protein Uptake for Breast Cancer CA102126
Milligan, Jamie R Biologically Significant Damage in DNA CA046295
Morrow, Charles S MRP/GST Synergy in Multidrug Resistance CA070338
Murphy, Brian J Hypoxic Stress Mechanisms in Radiation and Chemotherapy CA057692
Oesterreich, Steffi Estrogen Receptor Co-Repressor Function of SAFBin Breast Cancer CA097213
Overmoyer, Beth Translational Research in Breast Cancer CA087725
Peterson, Blake R Cancer Therapeutics that Anchor Proteins to Membranes CA083831
Rowinsky, Eric K ErbB1 and ErbB2 Blockade in Advanced Breast Cancer PAQ00-047 CA099250
Sacks, David B Calmodulin and Estrogen Receptor Function CA093645
Safa, Ahmad R Drug Resistance Due to Loss of Beta2-Microglobulin CA080734
Safa, Ahmad R Role of Proteinase-3 in Apoptosis and Drug Resistance CA101743
Sartorelli, Alan C Mechanisms of Resistance to Mitomycin Antibiotics CA080845
Schmidt-Ullrich, Rupert K Genetic Modulation of Cellular Radiation Responses CA072955
Schwartz, Edward L Anti-Angiogenic Actions of Taxotere CA098456
Seewaldt, Victoria L p53 Loss in HMECs: A Model of Breast Cancer Prevention CA098441
Seiden, Michael Identification of Paclitaxel Resistance Genes CA089150
Shapiro, David J Estrogen Receptor Activation of p38 Kinase and Apoptosis CA090374
Siemann, Dietmar W Enhancing Radiation Therapy: Vascular Targeting Agents CA084408
Silva, Corinne M The Role of the Signal Transducers in Tumorigenesis CA085462
Swain, Sandra M. Developmental Therapeutics BC010435
Tilghman, Syreeta L Minority Predoctoral Fellowship Program CA083172
Tonetti, Debra A PKC as a Marker in Tamoxifen Resistant Brest Cancer PA01-010 CA097045
Truica, Cristina | EGFR Pathway Modulation in DCIS of the Breast PAQ00-047 CA101357
Vadlamudi, Ratna K PELP1. a Novel Regulator of Estrogen Receptor CA095681
Van Den Berg, Carla L IGF | Survival Effects on p53 Induced Apoptosis CA089288
Wang, Sheng Prohibitin in Mediating Suppression of Breast Cancer PAR02-176 CA102940
Wellstein, Anton Inhibition of the ALK Receptor Kinase CA101811
Yang, Meng Orthotopic Models of Tumor Angiogenesis and Blood Flow CA099258
Yeatman, Timothy J Screening for Breast Cancer Using Molecular Signatures CA098522
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http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55496
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56154
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57139
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56450
http://grants2.nih.gov/grants/guide/notice-files/NOT-DA-01-004.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56198
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53506
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59425
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57565
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58194
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54487
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56005
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=46490
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54016
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=58385
http://grants.nih.gov/grants/guide/pa-files/PA-00-047.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55607
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54477
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55371
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53981
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55060
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59255
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55854
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57461
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54647
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=56468
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=53323
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=65183
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=50164
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59494
http://grants.nih.gov/grants/guide/rfa-files/RFA-CA-01-010.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=55349
http://grants.nih.gov/grants/guide/pa-files/PA-00-047.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59762
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=54401
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=52888
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Table B-37

NCI Projects Supported in 2003 Addressing the PRG Priority: Access to accurate information on

treatment options, including available clinical trials, is critical for patients, their families, and providers.

Principal Investigator Title RFA or PA Project ID
Abeloff, Martin D Howard/Hopkins Cancer Centers Partnership CA01-002 CA091409
Adams-Campbell, Lucile L Howard/Hopkins Cancer Center Partnership CA01-002 CA091431
Adunyah, Samuel E. Comprehensive Mehary Medical College/Vanderbelt-Ingram Cancer Center CA01-002 CA091408

Cancer Research Partnership
Benson, Donna J. Piedmont Alliance for Cancer Research and Education CA02-006 CA091415
Byers, Tim E Partnership to Increase Hispanic Cancer Research for Colorado CA02-006 CA091398
Chen, Moon S Asian American Network for Cancer Awareness. Research & Training CA99-003 CA086322
Coltman, Charles A Breast Cancer Symposium CA083702
Cooke, Jesse Breast Cancer Patients’ Treatment Preferences CA103136
Ell, Kathleen R Improving Patient Adherence to Cancer Treatment HLO01-005 CA094827
Fracasso, Paula M Overcoming Barriers to Early Phase Clinical Trials CA03-501 CA101725
Gany, Francesca Cancer Awareness Network for Immigrant Minority Population CA99-003 CA086286
Glaubensklee, Carolyn S Partnership to Increase Hispanic Cancer Research and Education in Colorado. | CA02-006 CA091489
Henry-Tillman, Ronda Arkansas Special Populations Access Network (A-SPAN) CA99-003 CA086081
Heron, Dwight E UPMC McKeesport Hospital/ Radiation Oncology Minorities Qutreach Group CA03-018 CA105486
Hubbell, F A Pacific Islander Cancer Control Network CA99-003 CA086073
Jackson, Sharon A Piedmont Alliance for Cancer Research and Education CA02-006 CA091434
Kondo, Norman S University of the District of Columbia & Lombardi Cancer Center Partners in CA01-003 CA091432

Cancer Research, Training, Education. & Outreach
Lepore, Stephen J Training Minorities in Biobehavioral Cancer Research CA01-003 CA091411
Lopez-Berestein, Gabriel G PRCC/MDACC: Partners for Excellence in Cancer Research CA02-005 CA096300
Lopez-Enriquez, Reynold PRCC/MDACC:Partners for Excellence in Cancer Research CA02-005 CA096297
Macher, Bruce A SESU/UCSF Comprehensive Cancer Partnership Program CA02-007 CA096217
Maguire, Patrick D Improving Cancer Qutcomes for African-Americans CA03-018 CA105329
Massie, Mary Education & Collaboration to Enhance Breast Cancer Care CA066812
Mojica, Cynthia Minority Predoctoral Fellowship Program CA090204
Moses, Harold L Comprehensive Mehary Medical College/Vanderbelt-Ingram Cancer Center CA01-002 CA091405

Cancer Research Partnership
Myers, Ronald E Increasing Access to Clinical and Educational Studies CA99-003 CA086084
Partridge, Edward E Deep South Network for Cancer Control CA99-003 CA086128
Petereit, Daniel G Enhancing Native American Participation in Radiation Therapy Trials CA02-002 CA099010
Ramirez, Amelie G Redes En Accion--Cancer Awareness, Training and Research CA99-003 CA086117
Roach, Mack SESU/UCSF Comprehensive Cancer Partnership Program CA02-007 CA096216
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Principal Investigator Title RFA or PA Project ID
Satcher, David National Black Leadership Initiative on Cancer |l: Cancer Control, Research CA99-003 CA086274
and Training Network
Steinberg, Michael L Urban Latino African American Cancer Disparities Project CA03-018 CA105389
Stellman, Steven D Training Minorities in Biobehavioral Cancer Research CA01-003 CA091401
Wyatt, Stephen The Appalachia Cancer Network CA99-003 CA086096

Table B-38

NCI Projects Supported in 2003 Addressing the PRG Priority: Are different recommendations for extent
of surgery or reconstruction appropriate for women with inherited predisposition?

Principal Investigator Title RFA or PA Project ID
Greene, Mark National Prospective Study of Risk-reducing Salpingo-Oophorectomy and CP010145-
Ovarian Screening Among Women at Increased Genetic Risk of Ovarian Sub-07210
Cancer
Table B-39
Additional Treatment Projects
Principal Investigator Title RFA or PA Project ID
Avantaggiati, Maria L Role of the Acetyltransferase p300 in Cellular Responses CA030716
Belfi, Charles GRP78 and Hypersensitivity to DNA Cross Linking Agents CA079087
Fulton, Amy M. Interleukin 10 and Breast Cancer Therapy CA078394
Gartel, Andrei L p21 Transcriptional Inhibitors as Proapoptotic Compounds PAR01-045 CA091146
Halperin, Jose A Inhibition of Translation Initiation in Cancer Therapy CA078411
Hylton, Nola M. Anatomic and Biologic Staging of Breast Disease with MRI CA069587
Jolesz, Ferenc A Maanetic Resonance-guided Therapy CA067165
Klimberg, V. Suzanne Percutaneous Removal & Margin Ablation for Breast Cancer PAQ0-047 CA097715
Lizzi, Frederic L Integrated Ultrasonic Systems for Noninvasive Therapy PAS00-006 CA084588
Lutgendorf, Susan K Healing Touch, Immunity, and Fatigue in Breast Cancer PAR02-040 CA102515
Mohan, Radhe Physical, Radiobiological, and Clinical Aspects of Intensity Modulated CA074043
Radiation Therapy
Mulkern, Robert V Magnetic Resonance Methods for Guiding Thermal Therapy PA01-030 CA087806
Salas, Nelson Minority Predoctoral Fellowship Program CA085169
Warnecke, Richard B University of lllinois at Chicago Centers for Population Health and Health ES02-009 CA106743
Disparities
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